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15 y v 5 -, T«© retargeting £ gift £T^&£\ — ffli!<DiaM£¥^fI<YcW- 
tlTU§ MDX-210 te, FcrRI ^MlbTV^ monocyte ^£ HER-2/neu ^^JJb 
TV^il8gfc retargeting T^—W^^T&^^M^V^o foTift 

20 fcfr-Dfco 

^ne>©U^7>Fi:bT«, ^>^-n-C^> (ID -2, 3, 4, 5, 6, 7, 9, 10, 
11, 12, 13, 15, xuxn»> (EPO) , m^)V^> (GH) , Wnn 

~— mmm^ (g-csf) , hD>^x?> ctpo) > mmm^^uyy-^ziu 

25 rz-Mia^ (GM-CSF) , T^/D77-y3D--|aBf (M-CSF) > -f >^ 
-^^n> (IFN-a, IFN-/S, IFN-r&£) , ^a#W,»f4H^ (CNTF) , 



WO 2005/035753 



PCT/JP2003/013062 



- 2 - 

ajfiUfpfWHWH^ (LIF) , Oncostatin M, jj)V5?3r h n b° >-l (CT-1) , JRfttt?E 

m=f- (tnf) js^wfens, ^neogt^m u^f>H^M^i~^^t 

•5 ^>o TPO (MPL) mftXffi 1 & £»#fF£ 

, EPOSWtt, GH S§#, G-CSFgm*^bTU#>Fft#rr^£ 

tsfc, 4#^MtSiei0lotlT, *&H^ (cofactor) j&SPWffcn 
iHftLTIl «it«, MSH^ (TF) , MlSffSf (F.V) , ffi 
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cofactor protein (MCP) , complement receptor 1 (CRD SftSo 
^n6©3^, F. VIII/F. VHIateu +#&F. IXaO^te^Sifc&K&Ji&H^T 
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_hia^\^ n t>u%> ^mw- © u # > Fiei, ^^zf±mmmmm^^ 
w%*5&wv£. mmmmm^ixm-r^-mwrn^mmzmr^. £di¥l<«, 

10 

[3] ^mm^^ h#-f >§^#T&§ [2] fcfB«©if[#:, 
15 [4] 1M h^7-r >S^^H>^-7^n>^f*T?afe^ C3] fcIH«©irC 
#^ 

(5) ^>^-^ain>^#:^IM^>3 7 -^rcD>g^#:T?a5§ (4) \Z 

20 t-?z> is} iztmvm*. 

fBfc^fevf*, 

[9] mnm#imz&tf&Tm (a) ©r^y^iB^j^s^^Rj^ffi^a:, 
25 mnmtfimz&tf&Tm (bi) ~ (bio) ©v^n^^tBrnoT^ 
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mmm&m&m^ : 2 \zmm<D7^ /mum 

(bl) HmBj^Mmmtmn : 7^fB«©T5yjiffi?iJT&D, L$1rJ 

^MWWJ#-^ : 8 ^SB*fe©T5 7 HIE^iJ 
( b 2 ) HSI i««/^W'J#-# : 9 JdiBic© 75/ miB^JT? * 0, LtlnJ 

^fC«7^WJ#-5f : 1 0 ^WE«©T^ y^MB^iJ 
(b3) HISbJ^^SH^J^ : 1 9^fB«(Dy$ymi3^JT^D> Lli 

*]"^w@b^j#-^ : 2 o \zmm<DT$;mmm 

(b4) HiipJ^WWij#^ : l 3^fE*©T5y^@B^J"e^D, Lfl 

pJ^ffl^^@B^"J#-^ : 1 4 \Zffim<DT5. J mSB^iJ 
(b5) HinJ^It^E^Jt^ : 2 3 ^IB«©y 5 / MiB^JTfe D , LSI 

nJ^^^@B^J#-^ : 2 4 ^|B«c©T ^ 7 MIB^iJ 
( b 6 ) HSI W^ffi EM>*IB?!I## : 5 tCfB«c©T 5 7 MSB^JTS D , L 11 rJ 

^M^IB^iJ*-^ : 6 [CfB«©T5 ymmm 
(b7) HilBl^M^IB^J#-^ : 1 7 KlfBftoy^/SmB^JT&D, Lli 

"BJ^M^^@B^J## : 1 8 fcfB«0OT^ /MMB^J 

(b8) mm^mm&mm^: i5\z%2m<D7s.;mmmx&Q, lis 

(b9) Hj&W&^#K?i]## : 2 1 fcfEfcOT 5 / BMnx^ X) , LSI 
(b 1 0) HSI^fg^W'J#-^ : 1 1 \zmm<D7 5 7 MlB?iJT& D , L 

iI"5i^M»WJ#-^ : i 2^SB^©y$ym@B^J 
cio) m,mm$timz3stf2>TnE (a) ©T^ymsB^e.^sw^®^i^ 

iaAR2^fei^fc*5^§TIB (bl) ~ (b3) <D^-tnfrlzmM<D7 2. 

( a ) Hi vi^mmm&m^ 3 ^tsa© 75; msa^iT* d > l si w 
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(bi) mm^mmmmm^: 9izmm(DT=i;mmmx*$>r), liirj 
^mmm^m^ : 1 o izmwwy^ymmm 

( b 2 ) H$I pJ^M^^IB^JW : 9 IzmmoiT 5 7 miH^JT & 0 , Lil "5J 

5 mmm^m^m^- : i o ^lem^r ^ y msa^i 

(b3) um^mmm^m^: 2 nzmm^r^ymmm-v^x)^ li 

[id C23~ciod (D^nfriztm<Dtnfc&^mi$frti.T^m'rz> 

10 [12] urn, &<kz$mmm<D&w(DWi^&mmT%in.fa~T:$>-DX, mmm^ 

[i3D si^iei^iiit^i., c 1 2 ) i-iam©^, 

[14] IBI^iiH^MlSI^ilBfTSS, CI 3] icaE«©Si 

^ixm^r^^m^-r^, ci4D ^tam©*^ 

C 1 6 3 HflCDR3<DlH^J^IH^J#-^ : 4 2 , 46, 50, 54, 58, 62, 

6 6, 7 0, 7 4, 7 8, hV< te8 2 (DVvrfrltfMcfBifccDr ^ y^SB 

^ s> & 5 ffiitte^^, * « £ n t m«j \z nmomm^^m 

20 Cl 2D ~ Cl 5) m^TYl^fcfB®©^, 

CI 7] XB12*fe«XT04©Vi-rn^©HSiCDR3©y^ yM13^£&£M'l4 

mcmmmmm^ ■. 5 0 , 54, 58, 62, 66, 70, 74, 

7 8feb<«8 2©i^Tn^tiB«©y^y^iB^J^67^§ffiW4^ 

~ ci 5] ©v^-rti^^iBmo^, 
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[18] HUCMSB : 4 0 - 4 2 , 44~4 6, 4 8-50, 5 2 

~5 4, 5 6 — 5 8, 6 0-6 2, 6 4 — 66, 6 8 — 7 0, 72 — 7 
4, 76~78feU<«80-8 2 (D^~ftlfriZ$EWi.<DTS. SWMMfr 

w-r^, ci2] — [is] (D^-?nfrizmm(Dm*, 

[19] HilIB3WTB12&b< \%Xm(D^-?tLfr<Dy 5. /Biffin £>&.&*B*& 

HiICDR@2^iJ^@B^J## : 48-50, 52-54, 56-58, 60- 
62, 64 — 66, 68 — 70, 72 — 74, 76 — 7 8feb<fJ80 
— 8 2 © V s Ttl^ ©75/ MI3^ 6 & £ f gffitt&^IM, £ E tl 

t«iiB«ifcra4ss©4B*nt*fe««*wrs, ci2] - [i5] ©wr 

[2 0] [12] - [19] ©^Tn^fCfBm©*rC#:*5J:^^WfcfF§$n 

[21] mife, ffljfiL^#^^n> feb<«ffijfiLfc^HT^^a©^*5<t^/ 
[22] wife, m&L&&5$m. h\s<tem5k\zmm~?z>mB.&, ikmmmm 

X*tfc<i:^T5S^^^/^fe«jiM-rs^Sn?$>2)> [2 1] lC|E« 
HT5giltJ&*, Jto^ATfeS, [2 2] fci3«©Elg«#k 

[24] stmmmmn 1 1 £ w& & m^mtskmmmmyi 1 1 m^om*. 
(D v i l «k o t^£> tx/ s & \tmmrr % mM&, shwt& 
mmmi & # /* & ^mtsSsLmmmmi 1 1 \zmt & > t 
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[2 53 ^mmmmium^^w^rcnmmtikmmm^um^^ 

C2 6] m^mmmmm^^zs/^r^tmmtikmmmm^um^'CDm^ 
5 ©far ^ o ~cm& & w £ ^ tzmmr? & mm&, y*>\£)v??> 

HiT^s, [22] \zmm,(DmMmj$M. 
[27] [12] ~ [19] (D^Tn&izmm<Dm*. &tzu C2 o] - [2 

omm. bh<\%MM\zmmT&mm*^ffi&&w%t£\zmm-rz>jj 

10 

[28] [i2]~[i9] (D^nmzmm(Dm*(D, [20] ~ [26] 

[2 9] ^<tfe (12) - [19] (D^1?tLfr\zmm<Dirifo, &ft\$ C2 

o] iztmcDmmm^^ [27] ^iH«c©^^j;^ysfc«^« 
15 -r^^i^fflv^fc^©^^ k 

*fg0H^43^^-W^'l4trL{* (bi specific^*) teu 2li0^§KM 

^.il-h^W^bVio mx\t, Borrebaeck CAK and Larrick JW, THERAPEUTIC M 
0N0CL0NAL ANTIBODIES, Published in the United Kingdom by MACMILLAN PUBLI 
SHERS LTD, 1990 #J&) 0 HmZ-MffimZ. ^tl^n- Hf^DNA^A-f H 



WO 2005/035753 



PCT/JP2003/013062 



- 12 - 

fe&rfttVTte, (diabody ; Dbh g^tfC^ (OT, s 

t$>d, ^fetfimmmmiLtm&ffl&^teo z<Dmmm~D(D& (H) sito 
5 mm (v H ) ^.k^e a) iipj^ffi^ a L ) &$¥&mm&\z&r)m<m®i-tsnt£ 

(V„-V L ^-f Tr&£ 0 #Bj^^©3^©ffiMIS^^ (comple 
mentarity determining region ; CDR) tf^SKflsfflU V H -V L ;?W— <£>^®fc£rt 

fetfB. l^(D^mmm ^JlCf;i#^W&3^©CDR<W£^frFv©# 

FablfrJt (F(ab) £*>P¥fcrn£>) «££>^ L^©j£SM*frJ3<fctfHjl<£>Jt 
Sffi^ (CHI) £^tf„ Fab'Uffrtt, irE#:©k>vM^e>©l^fe«^tl^±(D 

15 TFabifn-<hM7^oTV^ 0 Fab'-SH<h«, feigns I &tzteJtnSA±<D^ X-f- 
>^»«l©^^--;VS^%T^)Fab' F (ab' ) m¥\\t, F 

\z&vmm^n%o itm^ izm^nr^cDm^mtWrfr h^m^iz e> nx 

20 y-TT^^Vtt, 3t^M-&^J;D«^$nfe-fffi (bivalent) CDirt^lffJt^^ 
T(Holliger P et al. , Proc. Natl. Acad. Sci. USA 90: 6444-6448 (1993), EP404, 
097-^, W093/11161WK ^VT^rVJl 2*cD^U^^F^S^$n 

#U^^HIS«^^, |w|DiI4«T:LiIW^M^(V L )S:^H$I 

wi^ms (v H ) ^\ m^zm&r^mm\zm\ mx\*. mwmmovyft- 
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5 Kg^Ofe^C^^il^Mt?) u i^Tt^ (sc¥v(Dmm\z-z>^Tte, 
Pluckthun fThe Pharmacology of Monoclonal Antibodiesj Vol. 113 (Rosenburg 
and Moore ed (Springer Verlag, New York) pp. 269-315, 1994) &mM) , * 

mn\z%>n%> u ^<Dmi$\zmmznr£ffifc^mM<Dmm%:m.mTz> 
%<Dx*fctfmtmzm%:t£n?3:^o 

10 IgG ^-f y-a#Mi4Sr[#:« IgG ^ffit^A^ r/D F-^— S^BlU^T^ 
^i(:J;oT4CI) hybrid hybridoma (auadroma) ^J;oT^£l±£ £ L&m 
m% (Milstein C et al. Nature 1983, 305: 537-540) 0 W©— a© 

igG &mm-%> l mBc&YLm<Dm.&?, &m a moytm^&mmz.mx-rz z. t 

\z<k^x#mmisit%z&z&^rftMts-&2>z:£&mmz>o ^©^Hii©CH3 

IgG£ftftlftfc5N&£i*£££fcm3fe£ (Ridgway JB et al. Protein 
Engineering 1996, 9: 617-621, Merchant AM et al. Nature Biotechnology 
1998, 16: 677-681) . 

Fab' ^it^mz^m^^z\t\z^x%^m^m^^^mv%^o 

20 ^©tft#*^6>W14bfcFab' & a-PDM(o//Ao-phenylenedi-maleimide) KIT v 
H^FfcU £n £fe 3— 5W«bfc Fab* 21 fcfc: «fc 

0, M^^irL^S^Fab' ra±*5B*$*-a«FStt F(ab' ) 2 £f£§rr£ £ <h 
#fcH** (Keler T et al. Cancer Research 1997, 57: 4008-4014) . £fc 
Fab' -^*-hP^J,#m(TNB)8t38#<hFab' ;KSH)*©K#»fM**Yb 

25 ^WfclS#*ra^t>^JI6nT^* (Brennan M et al. Science 1985, 229: 
81-83) = 
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fls^flt ©ft Y) \z Fos, Jun 2f fisfef § n -f v > ^ y A°— £ H 21 <h *> 
Hi*£o Fos, Jun ^fn^7- *«5te»Ki^ 

^T^^<h^fiJffl-r^o Fos D-T '»> ? y/1— ^jbPUfeFab' £ Jun ©^tl£ 
ttiPLfcfc^ — ;£©Fab' &553iwai-r*. Sfn&&#T?&7cLfc¥S#Fab' - 
5 Fos, Fab' -Jun ^^b^$it§^i^J:oT-ffi#S'l4 F(ab' ) 2 ^^T 
(Kostelny SA eta al. J of Immunology, 1992, 148: 1547-53) „ Z.(D^3 
fete Fab' ttt^Snf, scFv, Fv UE\z&^X%mm pJfiT?&3o 

^ tezio© cross-over scFv i^ArD^-fY- T&5o ^^D— m<Dirife 
10 A, B V„ £ V L * 5 »3&t9gfc©Jfc*fcW&tr5 U >*-«^ii:<j;oT^S 

V„ (A) -V L (B) , V„ (B) -V L (A) Sll^fn^ V-£«jfrr* ££K:«ko 
T{±l5f5§ (Holliger P et al. Proc of the National Academy of Sciences of 
the USA 1993, 90: 6444-6448) . 
C(Dm, —m<D scFv £ 15 8Sgflf©^ttfcJfc*fcWSVa U >*-T^ (— * 
15 il^VT^^V :Kipriyanov SM et al. J of Molecular Biology. 1999, 293: 
41-56), i!^&7^/^em(knobs-into-holes: Zhu Z et al. Protein 
Science. 1997, 6: 781-788) Sfifft? Cl^K:«fcoTBW<0«lfiJS*4e3iS-&« ££: 

-ffl© scFv & 15 «*ga^fHttfrJfcifcfifcB^ U T?*S.£c:fcfc:«koTfe 
20 sc(Fy) 2 fe— «#^fttrL#:£&0#3 (Mallender WD et al. J of 

Biological Chemistry, 1994, 269: 199-206) = 
R#«fifttLm iAH #'Jx^l/>^Un-;i/ (PEG) 
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a°- h u — *^rr * b?>xs>*~y z mm* @ mo^mmx^m-r^ z. tx § w 

5 ©k h^#£^#T3 dibits (H^#rPtBIII^IS#-^WO 93/12227, WO 92 
/03918, WO 94/02602, WO 94/25585, WO 96/34096, W0 96/33735#M) . 

m^ i &mKm^ m^mo^m^m^xmM'r^z.t-mx^^o A^wta, 
fct^Ltt^^trtfrtt, f&mmwcDfrifcmm. ^^mm^mmmt, thin, 

%>Z.£.ifiX^Z>o 

fchft#i#WU nmj& (reshaped) k h^t%»$n53S:^T*5. t 

JMfcftjfcteU ^Xta#:©CDR<hfc: htrifr<Z)7 1^— (framework r 
egion;FR) £3g*rr*«k 5 fc»frLfcDNASB#l£, ^fct-A-^^^t^ 
m# & ^.tofcflb fcM! © * U ^5? ^ U ^ F ^ e> PCR& 0 

iftfFfflS&BB^EP 239400, H)»ffFaM&llfi#^W0 96/02576#HB) . CDR£ 

25 (Sato K et al, Cancer Research 1993, 53: 851-85 

6) o Sfc, i^r^b hi#S*®7 ^A7-^«f:IIbTfe (mm 
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5 Z&fc-V&Zo 

s#\ E3*#:fe£r, ^(ommm (&mfc&?) mz^mm^n^^ 
h^sjtt tot, ^ h^-r>«iffl»e»M^n, 
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-f>^-D-r^>2, 3, 4, 5, 6, 7, 9, 10, 11, 12, 13, 15, 3nn— JfoHRH 

(GM-CSFfe E) , 3LU> (m- a, IFN- J3 . IFN-r&£) , CNTF, 

LIF> Oncostatin M, CT-lfc Z <h#n?#3fr\ £f £b < >^-:7 

5 ^>^-^^D>(C«IFN-Q!, IFN-jS, IFN-r> IFN- r S:i*^Sns. 
IFN-oilFN-iSttffipgttjWftV^ dn&2^©IFNttH— ©U-fey^— S^b 
TKJfc*T£ X, IFN- a , IFN-j3&5tffc:IFN- r » I 

I i-f>^-7xn>§»itbT > ARlli (GenBank ACCESSION No : 
10 J03171, 3ti££: Uze G et al. Cell 1990, 60: 225-34) £>&Z$kR2m (GenBank 
ACCESSION No : U29584, XM: Domanski P et al. J of Biological Chemistry 
1995, 270: 21606-1K LutfaUa G et al. EMB0 J 1995, 14: 5100-8) &^TTS 

15 Sfc^&T^SnTfcJ^o (m, BID 

25 ^»^bT^m^^T§^<h^^D»i®T§^<h^T^^)o mmzfum. 
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tbtffflts. *mm\z&\?%±m&&mzmzmmitEn73i\s^ £?£b<« 

H«S©lT^««©lHlJK*ff5. E©SWm, S*#fccfeViT«— 

smRNA^ttfflb, ^mmmtmzttjfc-rz>?7-i~?--%m v^trt-pcr^xlii, h 

l^lz-Ay-^ JEf & & V ^ ^±)VWM t. CHI % b < «L 

25 m^nmm (C L ) ^t§^7^Y-^ffl^§^i^§o Sfc, in vitro 
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tf^-T § =y <i ? =7 U - £4#lgT £ o A 6 >n > ^ k: J: o T^M^in* 9 D - > & 

-So 
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mmzm^z^mz, JWfc«n-GHS^#\ g-csfs^, mpl, epo^#, c- 

5 Kit, Flt-3, IL-2S§#, IL-mmVt, IL-5'»f*> GM-CSFS#f*#£*f * C 

T#^>o ^<7>te, ±IB^I:^^TfiT^?)IltLT, NFS6(h 
10 FDC-P1, FDC-P2, CTLL-2, DA-L KT-3^£#frf£ E 

15 iR, trt#£#«L ffl^-r^^i^T^^) (Antibodies : A 

Laboratory Manual. Ed Harlow and David Lane, Cold Spring Harbor 
Laboratory, 1988) ifi, ilti^M^ti^ fe<Z>7:«&V> 0 T7j ~t^—?u 
•7h77 7^-Cffl(/^*7Ai:bTH 7°Dt^ >A#5A, 7DH >G# 7 

20 *^©in;#«, 09*. to*, ARl$i^<fcrXAR2^^ty II-f>^-7iO>^ 
7 x D >g^f$oS^#^ARl$i^mR2II^n^n©|5ffll^M«iG-CSFg^ 

25 #©«rtffi«©^7< ^s^s-en^n^f «iL-3fe#ttv^xyDBijifflBa 

^Ba/F3^triLbfeo -en^tl©$BJ3g^BALB/c©^^^^bfeo 
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K#<Bi©±#Ufc^vC7X©»*J;t)polyA(+)BNA*«lffiL, RT-PCRfcT 
V 7° h 7 b? v 5 >m% t:-XTfi^-r^>A° >~>^&^T, M7r- b 

scFv £ lllilli © tfj-)VM&\ t CHl-h i nge-CH2-CH3 © W i:#AU, scFv- 
10 CHl-Fc^JJ^^^-^f^Mbfeo ARl$l^T§m#:iAR2PJ^-r^trLf*^fI^ 

BaF3-ARGtt, Ba/F3^ARliI^mR2fi(D-en^n©IH^^ffi«<hG-CSFS§#:©*ffl 
15 #£IHRbfc 0 

DaudiM^«iFN-o! \z ^^mmmmmm^mz-o^xMm^fsi\i hmmmx 
2>z\L%mmvtzo m^tvxn, mzmm^n^>^(Dx\tu^, 

- mnmm*(Dpj^MM : ari-4k ari-24 

• %ikmmm*(D nS^m®, : AR2-37, AR2-1K AR2-13. AR2-45, AR2-22, AR2- 
43, AR2-40, AR2-14, AR2-44, AR2-33, AR2-31 



WO 2005/035753 



PCT/JP2003/013062 



- 22 - 
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irLARlil^^ARl-24©^, A°- K^— £&£#EAR2£#ttm, AR2-13, AR2- 
3L &&^mR2-44T&£££#W£L<, iriARlil^WARl^l©^, A°- 
h^- £&S^AR2^ri#:fcJ\ AR2-1L AR2-13, AR2-14, AR2-22. AR2-33, AR2- 
25 37, AR2-40, AR2-43, AR2-44, &5 ^«AR2-45T&5 H b^„ AR2-13& 

«fctfAR2-44«, ARl-41&J;D^Rl-24©M^©m#K:MbT/\ 0 - h^- <H t 
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mmmwmmtt&vfzmm? (f. viii/f. vnia, pz> tm, tm/ps^x^-a) -t> 

m#Rf&<Dttm¥ (C4b, MCP, CRL HH^) ^&3§WT5Z£tf«*«£o 

(a) shmmmmmmmm^iz&tfzffim^vmi 

mm : F. IXa 

mm : f. x 

15 ffiHT : F. VIII/F. Villa 

litEm?. Villas F. IXaiF. KDm^Z^T^Z\Hz^X, F. IXafdJ^-S 
F-XcD^tt-fb^^Btt-^c ±fB0OP^F. IXa, »MF. X<75M^ II 

tt^CD^Wu F. XCD^'ttib ±i?ST <5 f^ffl £ & CD $> <, ^COcfc^fj: 

^©^kkju mh^f. viii/f. mu<DV?mmm&ftm^&ftm&^~?%h<D& 

(b) jhmmmmmm&m : ?\z3stfz>ffim : ?<DM2 
mm : zpi 

: F. X/F. Xa 
*£H^ : PZ 

25 ffigfflPZte, serpin^y^ >J -®ZPI£F. Xa^li^T^ £ ZPItc££F.Xa 
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mm : hn>tf> 

: TAFI 

5 iH? : TM 

(d) J&MliI^Milia^^43^§*H^cD^J4 
10 : hn>tf> 

X® : PC 
MHT : TM/PS 

> tf > iPC<75 ^S#M'l4tn:#© £ TM/PS->X 5=- A Ottftg £ 

(e) mw-K^mm^om 1 

: Cls 
IHf : C4b 

(f) i^^0lHf®W2 

USt : liWJfP^>A°^IH^ (Complement Regulatory Factor I) 
: C3b 

25 : 1t#:$!Jffl^>A 0 ^HH^ (Complement Regulatory Factor H) 

Membrane Cof actor Protein (MCP) 
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Complement Receptor 1 (CRD 
Complement Regulatory Factor MCP, CRlteu Complement Regulatory 
Factor l\Z^ZWM%UM^m^'t^> B f&fc)^ Complement Regulatory 
Factor I <hC3b<Z)M^I&f$T£— m^^'mfiW-(D^\z\^ Complement 
5 Regulatory Factor H. MCP, CRl©titg^^#^§ b<Dfim&TZ> Bti&o 
-hfBffiHTO^T, mztiT^V^(D\t¥. VIII/F. VIIIaT?&So F. VIII/F. Villa 
hn>tf>#©Me^f^*^J;0|5g^^? ; &g^§^\ F. VIII/F. Villa© 
Wffitt^LTV^i^ ^©^Ura^^^o £fc> ^HF. VIII/F. Villa 
^\ jt^TI«S«^cJ;DA^^^UfeF. VIII/F. VIIIa&clflbT^ 
10 F. VIII/F. VIIIaOMH^tt^WbTV^PfiD, F. VIII/F. VlllalC^itflSo 

^mm^mm^mmim-mwm^m^n^mmizmm^nr, 

mm %> ^ ii*m tes^r & ^ n#ic^^ ic «t o #5 £ t ^ > 

25 7s*?—, &fz\%Tti^)vm%m^z>£ttf-i:%z> 0 zLtizmmzimLT, trim 
%ft&-?z>z\tu, mm^z^ru, m^co^mz^^xn -5 ^tms. 
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\z & v i £ v < \%, ftmz ntzmm t: tz. nmmmomm^ % (Dim 
&&zm&<D»smmi&<DmM&ft5o z.<Dmmz* mmmz^xu—m^z^ 

nmmmiz^xmfomztt-rztfifc&mmTZo fcx> ^jau fm-zntz. 

^-£J3^TRT-PCRfcrTL$I, HilpJ^M^(DcDNA^[HlJR-r^o CDRfc*fJ^rT£ 
7 71"?-, CDR^D ^m^(D{^yu-^V~-^\ztm^^>y 0 ^-i T— , & 

15 §^«>/^;v@H^j<i:CHi ! bb<«Lii^^ (c L ) K^jirr^y^-r -r-^ffl 

V^^t^T^^o in vitroKl&^TU >/^t&%M~$~Z>Zt?bX^Z> a 

Z.tl*m V^TscFvfe b < teFab£3f^T£ ^ U "$»§o >^ 

fomM^ y * -&ftmr %> „ msi*^*^^ * * - 1 mssi ^#^ja^ ^ - 
tfx^&o <k», t h j ^^Mhx^r^W]^}(Dmnsk^.m^ mm, 
-5 zt%nsmxfcz> 0 

25 ff-5^<t^T#^o 
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(2) mmm • i«« • i«H^^fe§^«tg^ate-r^>a&§v^«®-r^ 

IR, I^tnH *t#:*^(St, (Antibodies : A 

10 Laboratory Manual. Ed Harlow and David Lane, Cold Spring Harbor 
Laboratory, 1988) if*. Z\tLZ IzmfeZHZ h<D7:\%U.^o 
Yh^77^-Cffi^l)A7Ailtll y°U^-i >A77^A, yD7 % -r>G77^ 

;£fgBJ5©- ffl#BtttrL#«> W^H^t^ttSf^. VIII/F. VIIIaTfeS* 
15 T&*)^BI^43<£tfgK©m^i*;^ MSHl^MiHfCF. IXa> 

F.XT&5«^tCfcJu §f^b<^, trCF. IXa#L#:fc£>tt£ Rj^M^ii. trtF. X#l# 

^mm<D¥. VIII/F. VIIIa1l^n#-S#M14m#«^T<7377^Tf^bfCo TfJig 
©F. lIaRZS?.m^rn^n^^7,(D^-r\Z^VTc 0 ifLfW©±#b7c^T r > 
20 X»B^ll^e>SWS^milb, 777SID-7»»l, /W7*'JH-7 
^IbL JrCM (F. IXa, F. X) C^t^A-f^U H^^&^ni^L, 
Rj^^^^-r^y^'l'^-^ffl^TRT-PCRfcTLIi, HiI©Rj^^^lfilJRb 
Tec LilpJ^^^CL^^^Lfl^ii^^^-^, HMW^iC^Hg^M^^ 
trHUfgJ!^ ^7 ^ _ Iz^n^tim^Ajfco 

25 m ixa#i# (Hit lid (Dmm^??~tv.im$ (Hit LID <Z>385&^^ 
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nznfr~m^m&#im^mvT\$, F.xia (f.immmm) , f. ix (f. m 
mmm) , f.x, ?.ia<D&mmm (s-2222) , u >mm^&m^>m^.m^. 
f.viii/f. viiia (f. imzkzY.mmtomm^) &ttw?zmmtmmist£o 
^o^Biot, f. viii/f. miaimm±%^T&-m^m±m*&mtRVfr B 
5 jhiET^R^nfc— mwmn^mzmvxu, F.vm^t hMm^m^rcm 
mmm% (aptd &m\,\ mmmmm%mmLfc 0 ^mm, F.vin^t hsk 

7^WJ#-*t : 4 2, 46, 50, 54, 58, 62, 66, 70, 74, 7 8 

*^^(D_hfBtrL#:«, M*fc& f«©^»!l^fS«lc©XB12^fettXT04© 

W^IWI^Offilitt^M^^Wb, J.o, HISCDR3©@B?iJ^IB^J#^- : 5 0, 5 
15 4, 58, 62, 66, 70, 74, 7 8 L < U 8 2 ©t/iTn^^WBic©T^ 

42, 44 — 46, 4 8 — 5 0, 5 2 — 5 4, 5 6-5 8, 6 0 — 6 2, 6 4 — 
20 66, 68 — 70, 72 — 74, 7 6 - 7 8 b < 8 0 — 8 2 (Wm^fclfB 

t©75; msB^j^ e, & & ^ittt^sMM, * tt £ n t tsig«i \z mmomm^ 

T, HSiia^J^XB12feL< ttXT04©V^-rtl^©T^ /&BB3&ja>£>fc5ffiM£&5£ 

25 |B^J#€- : 4 8-5 0, 52 — 54, 56-58, 60 — 62, 64 — 66, 6 
8-70, 72 — 74, 7 6 — 7 8 feb<«8 0-8 2CD^Ttl^©T^ymiB 
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5 Sequences of proteins of immunological interest, (1991), U.S. Department 
of Health and Human Services. Public Health Service National Institutes 
of Healths An efficient route to human bispecific IgG, (1998). Nature 
Biotechnology vol. 16, 677-68L m\zffi&2nx^2>j£1$mi&&m^Z>z\£& 

*mm(Dffim-£. ^«t5ft*(iDStt mm) {&Tizmm-?%mm\z 
<hbr, w^n -!7>f c i^tt §o z\nt>m. 

)V7,mmmm\zti^^m^(D^mRmmM\z^n^M^\^z\^ 0 m^<D 
mmzm*. ^\zf^mrn^yv. mg&t&mx, ^mizm^mmizmzo 

ifi&mtefttb, mm<Dm.mznmzm\ tot, <i>?—7*u>-a/&<Dft 
ffi^tu mmmzmnfcMm&$t®Bnx^tc 0 

25 -5c 
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*&w<Dmmz* mmmwmm mm) i&T\zmmT%m 
it%:i¥5mm. &L<i%mmzmmT&mmM%mi<fz>^£&-e%z>o mz, f. 

5 VIII/F. Villa, F. IX/F. IXa, F. XI/F. XlacDflfgf&T^fJtte, jfe^tPf^ti^ 
ifii^CD^^, ft^tt&F. VIII/F. VIIIaafgfgT^fc:«^M^J;^mjfiiMS^E 

10 §vi««^ji^fc^$n^^{-«, f. viim^i^^^ff^n^c«h 

(#^fFXSR2^«fctX3#flg) o £©F. VIII»J©^$:#«, J&^A 

25 mm<D, f.mmmo^ffi&tt. msfsKDm^mm^mz^xit, 
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v.nmzM^&#imm%.-tz>M&&&z>o ^>ttf^-^t5i, f.viii 

10 F.VIII$8S9*fflVi*(f>3flJ*fe*^ S^ftSi (complex concentrate) $>2>WZ 

F.vumM%m^&/^ ^^wMfi^ mMtsnzo isfrhfciflb. tpffim&"&z. 

15 F.VIII/F. VIIIa(D«tg, -Ttob^F. IXaK«k*F. Xffitefc£ttifci-3ttl&gfc#Nfc!3F 

37 — jfidt*Pi © ffiifc. it b , jfii3&* « # h nu v > -e & 

20 tot, ^>fcH^-0#ffitdfe££nir\ JLtPF.VIII/F.VIIIa©«IIB&^# 
iu^T, F. VIII/F. VIIIa^M^f SWt^^bT, «^ mvillg 

25 ^tms^ies \z.%mt% © n^s? * & < , f. vin t.m^w^w^ u , 

« *f. vi 1 1 fc^o <d \z «> i^st? % 3 o 7 * > if ;v y 9 > F #tS# 
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(i)&#P B 1PS^J£<, (ii)®i-$fimm-C$>y* (iii)-Y>bE^-©#ft{c 
fe^^nf, (iv) F. VIII/F. VIIIa#fe#W^^©atg^^#f ^EmtPpCOfiJM 

t§^t^ienwSo tf3:t>t>. ffifemm&te, -lib© ah aD^mrch 

10 ^tLTH ffi#:||lzg^C4b*«t ^protein S (PS) 5C4b binding 

protein (C4bp) j&*3Stf5ftS. C4bp«, C4b-Q2b&&fcfr*>C2b&mm2'&Z>£ 
&\z, PS©aPC cofactor^teSm^S^SftMB ^oTC4bpfeMf#:&£ 

C4bp©f^ffi*f^#*r af^fflS^r*rSt#^.6n*- C4bp«IH : ?-fcJ^C4b 
15 ©^WSifigftl/TO^ffifeftS. fot> IH^JS^tAMbK^fT^ 
— aJft^'ftia^:^, C4bp(D#ffl SfWr^ffl fc^TS Stl-So 

^ft^glp D n (ESHffij£%) feb<ttlH3W, IL-3©«tl*ft#TSffi#fcffiifii 
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fK7U)V3r-im%mT%mm& mmm.mm) hv<\znm iL-sommztt 
t%mm& (mmn&mm %v<\mm> ii-^mm^m-r^mmtsk^um 

mm) % b < mum. ii-^mm^m-r^mm^mmmmomm • mmz&z 
MBmrnmim^TzmMSh mmmmm) *>\s<\zmw. u-ioamm* 
ttm?zmm*ft&wMttm&m-T2>mm&, (mmm&m %v<umwu il- 

mmm • ttmmftm&#'t2>mm& im.mm.mm) *>v<\-mm, u-immrn 

m&<D&mmmj£m{m&mrz>mm& mmumm) %v<teM%u cntf© 
15 mm&imr%m*i$mmftm&^-t%mM& mmm.m%) %v<\*m#u 

-t&mmsh mmm.mm) %v<umm, oncostatin mmm&ttm-rztiiWi 
20 nw-zn&o 

f. Yiua<Dmm*ttmT%ffifa-T:&z>m&\zu, mmmz, mst, ttsiftL^ 
ftomm, %L<\zitimzmmT&mm(D^m%v<temm(Dfz®omM& l (m 

25 z?itf.i\zm^hx?z<Dmm^im^^m^insk^^^m'T^m 
m& mmmmm) %v<\tmm, hxn>\£>tn?nz^LTm<Dmm*im 
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* tc, «#C4©^il te^#ttx U ^ V h -^X (SLE) £ 31 €r® Z.T £ £ a> s , 

10 mv<Dxm&^-^^y hm&m^&^-r^hfrz, mwftm&tfMTz&i 

ftffiftU #W£'WJ (PEG, Tween^K bg'J (EDTA#) , m&M 

m&mJ%>z\£Wz%z>o £fc> ^©^©^h^*©^^:/^^ Mfr;^ 
> - i — v ;v tf 1 — ;M$®»7;vn a/wt % «fc ©tK 

25 -;K^ntfW>^U^-;K PEG^), #-r^->tt^@^«(#uy;^-h80, 

hco-50) m tmm v x & ^ ^„ 
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5 § ("Remington' s Pharmaceutical Science 16th edition", Oslo Ed. (1980) ^ 

danger et al. , J. Biomed. Mater. Res. 15: 167-277 (1981); Langer, 
chem. Tech. 12: 98-105 (1982) ;^ffl#Wm 773, 919-^; l«l#fFtBlg&li8 (EP) 
H58, 48m; Sidman et al. , Biopolymers 22: 547-556 (1983) ;EPf§133, 988^-) „ 

r>m&®:fe-£nz> i b(D~C&&^ -«i:*AT11 lH^feD, 0. l~2000mg£l 
~Wt®lztttfTma&^&Z-£tfr^& 0 <£D£?£b<«l~lOOOiiig/0, IE 
{-J;D^^b<«50~500mg/ / H, **>^£L < &100~300mg/BT&&o £n 

fc^^£?T5;itfc#*.£>n£o g#^tbTtt, naked :/ ^ Flc££ 

bTJF^T£#MAdolph r^j^VA&, CRC Press, Florid (1996)#HIK 
no-f fcf— Xm#fc$BI (W093/17706#) UTt4t5 £ £ 
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strait ax, ^fc&^xitttt?«*s (Sf^i:i§) , 

-Ah7>x7x^->ax mmmtm, 945, oso-^-) , £fc«^-r 

5 Kxmm&mm ^xstmrnm^Lis^mm^mmmizn^vx, mmmzmmzm 

10 TZ>z\tffX%% 0 

\zm~tz> 0 

$ e. iz&mwu, 'pis. < t h^mmoim^b v < mmm&^ts, ±m^mz 
m^z>ft#>(D*yh&mm*rz>o b\z\%, torn, mm, &u#k 

mm&nyt— wx&< z.£%x%% 0 
m 1 fevcWKA-gmomAMM&mhtcmx&%o 

20 m 2 «pcDNA4-g4L*5<fc^pIND-g4L©#A^^r^bfeHIT$)«>o 
0 3 «pIND-g4H©#A^^^UfeHlTafe^)o 

04«£tlF. UaffifcmZt#i¥.WifcSB04, SB2L SB42, SB38, SB3(h SB07, 
SB05, SB06, SB34^J;t)^S4bfetrEF. IXa/W. X -«#Jltt4n#:£;i^ 

25 SlMg/mL) -Z?$»§ 0 l^9ffi©-ffi#^'|4in;#:TF. VIIIa*I?£i£©-h#£^U 
XB12/SB04, XB12/SB2K XB12/SB42, XB12/SB38, XB12/SB30. XB12/SB07> 
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XB12/SB05> XB12/SB06, XB12/SB34©J6^tt* s ?Sl*^fe- 

®5tt#iF. IXaffifon04£$riF.IffifaSB04, SB2L SB42, SB38, SB30, SB07, 

sbo5, sbo6, sBmz^vftMhfcm. nam?, i-mwmimfc&rzmmffifa 

5 lO^g/mL lMg/mL)^$,^ 0 fi§& XT04/SB04, XT04/SB21, XT04/SB42, 

XT04/SB38, XT04/SB30> XT04/SB07, XT04/SB05, XT04/SB06, XT04/SB34te 

f. nnamm<k<D±.^&7j<vtc 0 

TOft*fflfbfc^§^bT^§„ j8§mXB12/SB04««Sfe#e9^FVIIIa^ 

10 ?g'|4©Ji#^^L'fCo 

0 7«XB12/SBO4> XB12/SB2K XB12/SB42, XB12/SB38, XB12/SB30, XB12/SB07, 
XB12/SB05, XB12/SB06, XB12/SB34&J3 MISiT ^-fe-T »J^L/tl§^^ 
^bTV^ 0 irL#:^©MttXB12/SB06^llbT«3. 4Mg/mL> ^n^« 
20^g/fflLTa5^>o XB12/SB04, XB12/SB2L XB12/SB42> XB12/SB38, 

15 XB12/SB30. XB12/SB07, XB12/SB05, XB12/SB06, XB12/SB34WL##7?ftT£ it 

m 8 teXT04/SB04, XT04/SB2K XT04/SB42, XT04/SB38, XT04/SB30, XT04/SB07, 
XT04/SB05^ XT04/SB06, XT04/SB34£fflt/^ «MT »!^bfc^^ 
^LTV^ 0 m{*^©?t^«XT04/SB06fcMbT«10/xg/niL, -^n&Wi 
20 20Mg/mLT&%o XT04/SB04, XT04/SB2U XT04/SB42, XT04/SB38, 

XT04/SB30, XT04/SB07, XT04/SB05, XT04/SB06»*rL#:^ftT<hJt^bT, MS 
Bfiffl (APTT) ©MSSg^m^^Ufeo XT04/SB34te«@B#FH (APTT) ©I»gfe&n 

III 9 te® 7 , i8 ©^T^fcH @B#|ig (APTT) ©@^^©^^ofcXB12/SB04 

25 k ^ \ ^xmm^w^mm v tcm^^ §ntv^ 0 ishxb i 2/sB04t»rat# 
^mis^i (aptt) (Dmmm^^vTco 
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5 

t hmm'Rzsmm^rn^n<Dmm^mm(Dc^\z?LkG (ariflag, 

AR2FLAG) feb<«His6 (ARlHis, AR2His) <D# tf&tttiavrcnimM&®fc<Df& 

\z t bknm(DMMKmmt§-wY^wnMfommt.(D** ^jttnmz&mmm 
%m±Lisrco ^n^noimmzmB/cvmmzf&mvrc, mm^mmt^Bm 

fcAmis%>L<^R2His*#i£Lfc. 

mmm 2 3 scFvti/K .9 -r ^ ^ u e> ©*n:#^it 

(a) 7 7-^7^^7>J-©/^>->^ 

^V^7XOHWJ;DpolyA(+)RNA^mb, RT-PCRfcTscFv£-£j&U scFv 
17/ — ^<2>gene3 £ ©llfe^M fi t LTfPjrr £ 7y-y5 
20 fltUbfcU. Immun. Methods, 201, (1997), 35-55) 0 ^-iy^V~(D±mm (2 
x 10 9 cfu) £50 mL 2xYTAG (100/2g/mLT>fc°^U >, WlVu—y^muT 
Y) fCffilL, OD 600 0.4-0. 5^T37°C^T^*bfcc 4 x 10 ]1 ©^\;W\°-7 t 
-^VCSMlS^n^TT:, 15#Hfi£SbT^£it-&o £ £ £450 mL 2xYTAG, 25 
ML lmol/L IPTG£«IU 26*0 10ISWJ83tL&o ^^^ll£TJg*±?f SUNK 
25 U lOOmL PEG-NaCl (10%#Ux^l^>^U n-;V8000, 2. 5 mol/L NaCl) 

4"C, 60#Hl&ilb&. 10, 800 x g, 30^W»^fcT7 7->>£i3fcJR£1*\ 



WO 2005/035753 



PCT/JP2003/013062 



- 39 - 

mmm&Ao jaL<D^\zmmv, s el PEG-Naci^^^, 4°c, 20ftmwm.vrzo 1 

0,800 x g, Z0ftmm>b\ZT7 7— >?£ifcJKSi*5 mL PBStKLfco mffiMl 
T»IMbfeARlFLAGtAR2FLAG«No-Weigh Premeasured NHS-PE04-Biot in Microti! 
bes (Pierce) &m^X)d*^>mWLVjto 7 7— >*5-f X^ U — fclOO pmolcD 

5 H^-^>^SlARlFLAG ! feb<«AR2FLAG^iP^, 60^IW^JSi:»tt$-&fc. 5% M-P 
BS (5%X^rA5;V^^-Q-^PBS) T^bfeStreptavidin MagneSphere (Promeg 
a) 600/zL£inx.> 15^WI^$i±fec tf—X*l mLOPBST (0. 1% Tween-20^^ 
tfPBS) (hPBS^T 3 HTf ^>#c^Lfc 0 0. 8 mL©0. 1 mol/L ^U~»/HC1 (pH2. 
2) ^ £ tf-X^5^- MM b , 7 7-^^^tBbfc 0 HJiRbfe-7 7-^«^45 

10 ul 2 mol/L Tris£«3bT^ftlU (0D 600 = 0.4-0.5) XLl-Blu 

e 10 mL^«k 37°C, 30#IWIMrrs £ i«$tfc„ C tl 2xYTAG "7° 1/ — 
HCXktf, 30*CT*§lbfc. nnn— &HNRU 2xYTAG^tfiW, 0D 600 0.4-0. 
5£T37°CKlTi@iibfco ig»10 iLK5jLtL lmol/L IPTG, 10 11 pfu^WX— 7 
7-v (VCSM13) £«Jb37°C 30^M»ilLfc. j&C>&0^ 25 Mg/mL^v 

15 -r>->£^tr2xYTAG lOOmLfclSI&iSU 30T:, 10B#figig*bfc„ S^^fcTt 
*±«£[hIiKU 20 mL PEG-NaCl&g^tfe, 4<C, 20^ffl»«bfc. 10,800 x g, 
30^131^CT:7 7-^£?M£i^ 2 mL PBSfcJH»bfc«b©&^©^>— >^ 
teftbfc. 2HI@CD/^>->^T«tf— X^PBSTtPBS^T51U-ro^#bfcc & 

m b it 7 7 - ^ £ nfc^wis^ e. ar*m£- ? 7 - v ^M^-t z> 7 n 

20 ->£ELISAfcTg&b&o 
(b) 77— S^ELISA 

iS0'»^3 0-- £150/zL 2xYTAGtettnSU 30"CTf— lft#*b^i- E 
©5mL^500//L 2xYTAGfc*t«, 37°C, 2B#Wi&tlgK ^;Wt— 7 7—^2. 5 x 10 
25 9 pfu<i:0. 3wL lmol/L IPTG^#^2xYTAG^100ML»b37 < C^T30^^#ebfe o 
jR^TSOTCfclT— fl&JgfltU £ifr±i*£ELISAfc:#Lfc. StreptaWell 96T-f^ 
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U?^?-7U— h (Roche) *1.0/ig/iLlf^>««fcARlFLAG*>U<jaAR2FLAG 
£#^PBS IOOmL^T— Bjfen- hbfeo PBST^T»bJaM£i^fc^ 2 w/v 
% M-PBS 200wLTr— Bj&^D^^>^Lfeo 2% (w/v) M-PBS£P£#, :^l:ii± 
?f^in^.40^P H 1#«b|rL#^M^^-a:feo *5fc*§^ ^^•^T~> ? tt2 w/v % M-PB 
5 S \z. T^"IR b TcHRP^p a" irtMl 3ia#^ (Amersham Pharmacia Biotech) £BM blue POD 
mm (Roche) TMt, Iti^iiPd^DKJsS^MLm A450©ffi£$Jj£ 

(c) SB^!I^t^n->3l^ 

10 ELISA^T^'l4Ta5o7ti7n — t-v 5 ^ &y^-T V-PBG3-F1 (5'- CA 
GCTATGAAATACCTATTGCC -3'/SE3Wt: 2 7) £PBG3-R1 (5'- CTTTTCATAATCAAA 
ATCACCGG -3'/W(J#-?§- : 2 8) £M ViTPCR^TscFvM^^ii'fiSL, ^©i&g 
BB^J^bfeo ^t-^1mL, 10 x KOD Dashlt«^2/zL, lOMmol/L:/^ V 
-£0. 5mL^, KOD Dash^U^— If (H€#&m 2.5 U///L) 0. 3^L£^frP 

15 CRRJS«20//L<In Perkin Elmer9700T96 < C. 10f*\ 10#, 72°C, 30#> 3 

0+f--r^;i/©^i|il^ff^ofeo PCRtt, 5AtL©R«^ExoSAP-IT (7T->tA) 
£3/zU«U 37°C, 20#R^ 5l^ic#80 o C, 15^^#fUb/to ^<DV>7°)V\Z 
-3^TPBG3-F2 (5'- ATTGCCTACGGCAGCCGCT -3' /U^m^ : 29) $>£^«:PBG 
3-R2 (5'- AAATCACCGGAACCAGAGCC -3' /SH^J#-^ : 30) ^^°^-f ^-t UTBi 

20 gDye Terminator Cycle Sequencing kit (Applied Biosystems) KlTJxJfc^ffV^ 
Applied Biosystems PRISM 3700 DNA SequencerTi&SjLfco ^Xia^ £>*t^ 

^fi45 ^n- >f^g^ b fee 

25 c^mm 3 ] -m&m&ffifc(Dmm 

scFv-CHl-FctbT^5J$-ti-^>fe^fcCAGGyn^-^-l?»$n^b h->^ 
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■r)Vmmt^>huy-Cm-¥c (k MgG4 cDNA) CDlfflfcSfillM hS^LTscFv 

Tliig^isr&fc^fclgGlcDknobs-into-holes (Protein Engineering vol. 9, 61 
7-621, 1996) %^lZlgG4<Dmffifr^<D7S.;Mmmfc%:ft}fclsf£o A^-f7° 

5 teY349C, T366WCD«jft#:T?**. B^-Y 7ttE356C, T366S, L368A, Y407VCDgg| 
M#©b>>?g&$H;: s &B& (-ppcpScp- -^-ppcpPcp-) ^lAlfc. 
*fcA^-T^°^«h ML-3©->^;HB^J^> B^-T^C^t ML-6(D->^;HB 
M^ffl^Tillfc (pCAGG-IL3ss-g4CHPa, pCAGG-IL6ss-g4CHPb) . ^BH^JJ; 
DiliRLfe^P->cDscFvM«©PCR^^SfiIMab, KARIH^ n-M2pCAG 

10 G-IL3ss-g4CHPa^, iaAR2$I^ n->^pCAGG-IL3ss-g4CHPb^+h^^7 d-~ >^ 
Lfeo *rLARlli^^AR2iI^n->45 x 45<D&mQ2mm<D£1&&1£te~D\,*X 

(a) ummmrv^L-i 

BaF3-ARGte^ V X IL-3f£#ttilM»Ba/F3 ARliIR^AR2iI<D*fflfl^|g« i 
G-CSFg^#:©mrt^<h©^^^^©^^^37 — §#AUT«JS:bfcc B 
aF3-ARGttIFNaldfe#UTJi5abfeo 3£8fe#L;fc#x;i/^ D lxl0 3 l@©m^3 «t 
20 ^>y°;V^O0. lmL©«ffl&-C96^x;V^^— 4BIRI*&3t&10# 
LCD^WUfiftajeitllSF (nacalai tesaue) StfedDU 2P$W37'CfiyfiU;fc»A450 

(b) Daudi*BIJfii«Waiffi!lTy-fe-r 

25 Daudi$fflIMIFNfc#bTiM§tt£^-t: hB*BI&Mre*So 

0. 1bL©**T^x;USD6. 25xl0 3 l@(Z)m^96^x;i/^V-hfcM@bfeo 4B 
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mmmmO Ul<D§iMMIkW\l£U,mV (nacalai tesaue) £«IU 2Bffel37 < Cl£ 
UVTz'&, A450£$fflj£bfc«, 

( c ) U 33 > H «f a#M'l4fei#:©iH^J 

■if : 1 ~ 2 6 t^t„ #ft#©*»^J:tffiB^J##t©MIRtt, ±IB& 1 fc^-T. 

(»J5) Factor IXa (F. IXa) ^#T&#^fn^#©fi2$g 

5-i. ^*«krx/w^u H-vf^« 

10 BALB/c^X £ig£W*&flf6iS*^ 0*^^-;l/X-U;t-) 8EE*«fc^ 
MRL/lpr^X 0£, &,glfi§^Bt6»> a*ft-iW-U/H 5IEK:, Factor 
IXajS (Enzyme Research Laboratories, Inc.). ^T©I^Sbfeo #JHI& 
•gchbTFCA (7n-f > v^.;t> hH37 Ra (Difco laboratories) ) ~C 

XV;VS?a>fl2bfcFactor IXa/3 £40/zg/head&T&^bfc o 2HM^icFIA (X 

15 nK^h^t^Tv^A^b (Difco laboratories) ) TX7JVyaMbtfc 
Factor IXa/3 £40^g/head£T&#Ufc o &«l&rafflWT^Jnfc££3~7III^ 
ofeo Factor IXajS ^*rSjfiL«f»Cfr«S<Z)±#* 5- 2 (^bfcELISA (Enzyme 
linked immunosorbent assay) LTPBS (-) (#;i/v"7A-f 

T^>"^A^^->^^^:Viphosphate buffered saline) fc^lRLfc 

20 Factor IXa/3 *40jtig/head#JIRrtl9s-^l/fc. ***fti£©3B«, ^<7X<7>B!«B 
JfitvC7X5XD-*7«iJfiP3X63Ag8D. 1 (P3U1£«\ ATCC CRL-1597) 
PEG1500 (n^-^T^VXf^^X) *fflV^#^fc^«Jfi»^Ufc. 
10%FBS(Invitrogen) S#tfRPMI1640^i (Invitrogen) (&Tf, 10%FBS/RPMI 1640 
£ffi-r) \zMMVtz.M'£tMM&% well culture platefcJMU H-&1, 2, 3, 5 

25 HftfcHATS^a (10%FBS/RPMI1640 / 2%HAT 50x concentrate (*B:£i» 
/ 5% BM-Condimed HI (n^a • ^7^Xf^ y^X) ) ^©S^^ff "5^ 



WO 2005/035753 



PCT/JP2003/013062 



- 43 - 

L/ii§«±?t£ffl^T, 5-2 ^LfcELISAM^DFactor IXa^f^^#?S'l4 
^jet-SJlttcfct), Factor IXa^l^tt^WTS/W 7 U h*-^£Il^bfco 

5 Factor IXa^f S^fP?gft^$^VVW F-^&»ftLfco /W^U F 
-vte, 96 well culture plate^l well&ifct) li©iliS*ilSt4itfcJ:5 

siimmr * 2 0ff o t z p - >ft b fee mmmmm \z^^m-^ti---v$>^^ 
tfimmzntcmmiz-D^T, 5-2, s-sfc^bfeELisA^jc^fp^t^ij^ 

10 ©flgTfc&feSSU fll7K^5*rL#:^lfSbfeo iSlri*#\ APTT h D 

>#y^^^>P#^) ^Ift^t^l^t^, 5-5 ^^U7t^T*MUfeo 

5-2. Factor IXa EL ISA 
Coating buffer (lOOmM sodium bicarbonate, pH 9.6, 0.02% sodium azide) 
15 TljLig/mUcfiif^bfcFactor IXa/3£> Nunc-Immuno plate (Nunc-ImmunoTM 96 
MicroWellTM plates MaxiSorpTM (Nalge Nunc International) ) ^100^L/well 
4°CT-9fe-T 3.^-^3 >bfe 0 Tween(R) 20£r^t?PBS (-) T3® 
diluent buffer (50mM Tris-HCl, pH8. 1, 1% bovine serum albumin, 
lmM MgC12, 0. 15M NaCl, 0.05% Tween(R) 20, 0.02% sodium azide) Tplate^^ 
20 ?UT2fl#BBblockingbfc,, Buf f er£P&Sc^ platefcdiluent bufferTWlbfc^ 
^X©jrLJfa?f iSfcte/vr^U K-V©jt*±m&100ML/well«U, ^T1B# 
BSK >+a^->a >bfe 0 Plate£3®$;?#M^ diluent buf ferTl/2000^IRb 
feT^U^X^T^—if^^irL^^XIgG (H+L) (Zymed Laboratories) £ 
lOO/zL/wellSsiDU ^TlB#M-<>^aL^— >3 >bfec Plate£6®ife*§^ 
25 fgfi&HBlue-PhosTM Phosphate Substrate (Kirkegaad & Perry 

Laboratories) ^lOO^L/welltttlU ^"e205H' >a >bfe c 
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Blue-PhosTM Stop Solution (Kirkegaad & Perry Laboratories) £rlOOML/well 
mnVfrm, 595nmkr43tt&®^£Microplate Reader Model 3550 (Bio-Rad 
Laboratories) T'lglfeo 

5 5-3. Factor IXa^fn?g't'M'J€ 

Phospholipid (Sigma-Aldrich) ^MmMm^mMV, M.'WtiiMm&ffit 
400jttg/mL©phospholipidaSEjjac*waibfco 0. l^v-Mf 7;P:/5 
>£^tf hUX8«£S!fcttSc (KTf, TBSB) 40ML£30ng/mL Factor IXaj3 
(Enzyme Research Laboratories) 10ML£400Mg/mL phospholipid^?^ ^Li: 
10 100 mM CaC12, 20 mM MgC12£^tfTBSB 5,aL.h/W:/U F— Vig^-h^lO/zL^ 

iz, 50Mg/mL Factor X (Enzyme Research Laboratories) 20mL^3 ck££3U/mL 
Factor Villa (Amrican diagnostica) 10mL$SP^> ^T30#rHlJ*J&£-frfco 
Z\tl\ZlQ uim. 5M EDTA^t^OT^Ci^^DS^^f^^-tirfCo ZL<DR)&mm 
15 \Z, 50mL©S-2222?» (Chromogenix) SSSftlU SfiT30^W-T >^ 3.^—5^ 
a>bfc^ &tefcft405nnk »B8iftfi655iiiit*ttS!R3teft*Microplate 
Reader Model 3550 (Bio-Rad Laboratories, Inc.) 

5-4. Bt*©f^»*«fc^#©*» 

20 tt^bfc/w^u ^—^(om^m^m^^xn-Dfto -r^fc-s, in 

vitroT?J&3£bfc/vr:/U F-V2 x lO 6 ®^ fe5^i:fe^ , J7>^> 
(2, 6, 10, 14-tetramethylpentadecane; fn^lilt) £2HISaBftK:$!#bT 

*3v^cbalb/cx"^x m. mmmp&ms-mm, a^t-^-u/H ^fe 
ttBALB/c^-H-^^x (if, mmm^m^emm, a*ft-^x« UA-*<t 

25 ^0*^1^7) ©IftffiftfcgPttbfc. ^Wftl^MSTlt^IE^bfe^^X^ 
CIl7K^lHliRbfeo 
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Il7K^e>coJfL#MK^Protein G SepharoseTM 4 Fast Flow (Amersham 
Biosciences) t) ^A^ffl t^Tf? -dTco Binding Buffer (20 mM sodium acetate, 
pH5. 0) ^T2^miRbfeIl7jc^^^A^T7 0 ^-r L> 10# ? A^fi©Binding 
Buffer^5fe#b^Cc 5# 7 A^*OElution Buffer (0. 1 M glycine-HCl, 
5 pH2. 5) fcT#L#£J§£HU Neutralizing Buffer (1 M Tris-HCl, pH9. 0) 
fPbfec Cti^Centriprep 10 (Millipore) \ZTMWiL>, TBS (50mM Tris- 
buffered Saline) C^l^tlbfeo i>i#:ii§Sfc3u 280nm©®7 , 6»^ A = 
13. 5£UTirffibfc 0 ®^©$J^te, DU-650 (Beckman Coulter) \zxmmV 

fro 

10 

5- 5. APTT («t»hD>^^^f» ©ifflJt 

APTTWXR-A (Amelung) £SMbfcKC10A (Amelung) CJ;Di^bfco TBSBT 
fttilhtcffifafeWL 50mL, H^khMJt (Dade Behring) 50 u \JkX$$$Tlf&M 
(Dade Behring) 50^L©?I^^37 o C"e 3 ^WflJiaUfc. 20 mM©CaC12 (Dade 
15 Behring) 50# LSITO'&ifcfciin*.* 21 £fc«k ?>«@KJfc£Wa&£l2\ *@I^W* 

C^»!l6D Factor X (F. X) fc^t5*tfftR#©^« 

6- 1. ftg£:fe«fcr*/w:/y V s — vf^« 

20 BALB/cV^X (41, ^S£MS&Nf65a«&, B*^-;VX • U A-) 8BEfe«fct^ 
MRL/lpr~T<^X (it, &2s]lMB#6«, B*ftHVX-'J/H 5EEk:> Factor 
X (Enzyme Research Laboratories) ^T©IOMlfc. SUHIftgEfcLTFCA 
T?xv;V^3>-fbbfcFactor X£40Mg/head&Ti£#bfc o 2MP^^FIATXV 
;V^a>{bbfcFactor X£20i;fc«40Mg/head2rT&#bfc. ^lMKKBST 

25 Min&^£^ff3~6iHlfTofco Factor XfcMT£jfaff^#:#<£>_]i#£ 6-2 fc^ 
bfcELISATWg?^ M*t&3sg£bTPBS (-) teUHfcbfeFactor X£20£fc« 



WO 2005/035753 



PCT/JP2003/013062 



- 46 - 

p-v$hm>3ui£, ?mim^m^rz:nmz^mmm^vr^ io%fbs/rpmii64o 
mmzmmvrz.m'&fflM&M wen culture piate«nu m&i 2, 3, 50 

5 fee i4^80@«^b^*±?t^ViT6-2^bfeELISA^d;OFactor 
I\Zft-?Z>%g'£>m s &%:®\felstz 0 Factor X^Stt^tt^A^ :/ U F-^£3t 
1RU 6-3(d^U7t^TrFactor Xa^^tt^-r^fffP^^S'J^Ufec 
Factor lalZttTZ^nm^mtsmv^ ?V PM^fX^2tnIfT-5 21 

5 - 5 ^ b b fee 

6-2. Factor X EL ISA 
Coating buf ferTl Mg/mLfc^fiLfcFactor X<£» Nunc-Immuno plated 
15 lOOML/wellT^miu 4°C7?— Bi&O^n.^— >bfc 0 Tween (R) 20£^tr 
PBS (-) T3IU#G#i^ diluent buf ferTplate£^UT2B#5flblockingbfco 
Buffer£P£Sc^ plate^diluent buf ferT?^bfc^X©mMt£fc&£/Vf 

F-^0D±§*-hft^»b, ^TlBtrplO^ro-^-v-g >bfeo Plated 
ZMmmtk, diluent buf ferTl/2000?imbfcX;i/# U 7 #-i£-Y3rirC^ 

20 ^XlgG (H+L) £lttU ^TlB#Ffl-r>^^^—>3>bfe 0 Plate^6lHl^ 
fg-feXSBlue-PhosTM Phosphate Substrate (Kirkegaad & Perry 
Laboratories) ^lOO^L/wel lisjjnU ^T20^M ->a >bfc D 

Blue-PhosTM Stop Solution (Kirkegaad & Perry Laboratories) £100ML/well 
»b7H£, SgSnmfc^^^MS^Microplate Reader Model 3550 (Bio-Rad 
25 Laboratories) Tilr^bfco 
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6- 3. Factor Xa4>fP^fM'J^ 

TBSBTl/5^fRbfc/W:/U K-^i«±?jf 10mL^40mL©250 pg/mL Factor 
Xa (Enzyme Research Laboratories) £^iyTBCP (2.78 mM CaC12, 22. 2mMU> 
mn (7*^77f^V3 U > : 7*X7 75 : vM l J >=75 : 25, Sigma- 
5 Aldrich) £^tTTBSB) £*!fPU ^T40#5IH >^^-^>3 >b7c 0 £<D^ 
^Mfcfc* 20Mg/mLy°n hn>tf > (Enzyme Research Laboratories) &=fc^ 
100 ng/mL^ttibMS^VEa^ (Factor Va (Haemato logic Technologies) ) ^ 

fflK?&wtLLmtovxmmrzio&WRj&-£-&ito 0.5 nmk^iotiima-r^^ 

ii\z£.r)KJ&&Wik-$ltfto Z\<D£CJfcmmz, 1 mM S-2238^ (Chromogenix) 

10 zsouimnh, ^uxzo^-m^c >^^—>3>vr^ 405 w\z&v}2>w&t 

Jg^Microplate Reader Model 3550 (Bio-Rad Laboratories) XWfeVfz. 0 

7- 1. ;W7*'J F-v^SO^pJ^^^^-F-r^DNAifit^iSM 

15 KF. Mft*5^W.Xi#*i4t5;W^'J H-^S, QIAGEN(R) 
RNeasy(R) Mini Kit (QIAGEN) §fflViTSiW*ia«t<D^^l/^ENA*ttfflb 

fee $Mk&wiiL<Dffim7k\z&mvito mmznrcMn-zug&mmiz, 

Superscript cDNA^vX^A (Invitrogen) %m^xmmmmM<Djjmz%£^ 
RT-PCR&lCi; 0 — *0lcDNA*^bfco 

20 

7 - 2 . tri#:Hil oJ^^^OPCRfc J; £if i|>g 

^o^irimm^mm m> mwmmm^^^^—tvx, Krebbere>©#g 

ft (J. Immunol. Methods 1997;201:35-55) fcBBi&OHB^-r T—ig'&fcK 
tfHFT^v-^Jfe^JSjtLfco #0. 5mL©100mM HB ^^-T V— ig^**«fc 
25 IOOmM HF^^^v— S^**ffiViT, KJEifc25tfL ( 7 - 1 TWKbfccDNA* 
»2. 5m K K0D plus buffer (3*t#Jt&i«) , 0. 2mM dNTPs, 1. 5mM MgC12, 0. 75 
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units DNA polymerase KOD plus ) £iHKbfc 0 PCRte, 

-f^-GeneAmp PCR system 9700 (Parkin Elmer) £ffl<^T> cDNA»rfr©*tHB 
©SW&fcJfcDT', &#A (98°C-T3^r H 1M^> 98°C 20#, 58^ 20$\ 72°C 

30#^6^^>MiS^i-y--r^;vtbT32it-r^;v) &i>l^#b (94°ct3^^sp 

5 mWi, 9AV 20#\ 46"C 20#, 68°C 30#^ S&3&J&&11M 

57 ;k $^^94°C 20£k 58°C 20#\ 72T; 30#^ £>&«5ixJ5S;£11M 2 )V £ IT 

30-y--r^;v) © v * -r © ^#ttt o 0 pcr^, bo»£i% T-%u—x>f)vn 

m,$kmzmvfz. 0 SWOir^X (f^400bp) G>Jf«»rtf*£QIAQuick Gel 
Extraction Kit (QIAGEN) ^f«B^«WB«©^Tff$^b, «m?J< 

10 30MlT?^mb/to #DNA|(fjt©^SSH^J«, BigDye Terminator Cycle 

Sequencing Kit (Applied Biosystems) DNA^— ^x>*iJ— ABI PRISM 

3100 Genetic Analyzer (Applied Biosystems) \ZX, SS#iKW#IB«©*fefc 
fi^ftjtbfc. ##i£fc«fc9ftfebfcE^J#*#*rV:7 hGENETYX-SV/RC 
Version 6.1 (Genetyx) fcTJfc«0S*rU »§PJ^tt§fe®«lL 

15 

7-3. ^n-n>^ffltri#W3E1B«DNA»ffr©iWa 

sf i mmw&ttwmft (Sfi i-vh) *tfg©fc8£>fc, 7^*7— hb© 

20 (Gly4Ser)2- U>*-E^J*Sfi I«glH££^r%^-r@B^J (1B?'J#-Sf : 3 
1) -x^Sbfcfe© (^-rv- VH-5' end) Srffllcbfco #0. 5 m 1©10mM 
@B^ijjf#M6^^ 0 ^-r x-— VH-5' end33<ktf IOmM :7°^-T V-scfor (J. Immunol. 
Methods 1997; 201: 35-55) S«20mL ( 7 - 2 TlHSbfeWMVH 

cDNAJMWWfM-SSJflcl jez 1. KOD plus buffer (Jfc#*fri«) , 0. 2mM dNTPs, 1. 5mM 

25 MgC12, 0.5 units DNA polymerase KOD plus (MmMM) ) £»9ilbfco PCRte, 
+h— v;HM^— GeneAmp PCR system 9700 (Parkin Elmer) Srffl^T, BfrJt 
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<DMm<Dmm®i\z'm\ (wcx^mmmM, 98°c 2ou\ sst: 2ou>, 

72°C 30#jfcSfc£K*&11M^;i/£LT321M#;i') m*L4km (94°C-T?3^ 
94°C 20#\ 46°C 20#\ 68°C 30#^ S^SS^l^ P)V£ bT5 

$6H94t: 20$\ 58 < c 2o#, 72°c 30^6^*^**1^ 
5 lt3o+m-^;i/) ©vi*rn^o*#7fffofe. pcm s*ajt&ix mu-xf 

)Vnm,$kmzmVfr 0 BmW'fX (*?)400bp) ©*ii«Jt£QIAQuick Gel 
Extraction Kit (QIAGEN) fcTaS#KW»SB«©>6rfeTllHtL, mmy^O/ilT: 

^^xmmm^mmiU) cDNAfrJt^g©/^^;:, SfTCrebberS©*^ (J. 

10 Immunol. Methods 1997; 201: 35-55) f2*c<£>€-0. 5^L©100mM LB:/^-fv— M 
^*Nfe<fctf IOOmM LF^-f V-S^&ffiVJT, S*»E 25mL (7-1TWR 
Lfcc-DNA^2. 5mL, KOD plus buffer Ofc#iErl*) , 0. 2mM dNTPs, 1. 5mM 
MgC 1 2, 0.75 units DNA polymerase KOD plus (JR#«D ) PCRteu 
it— GeneAmp PCR system 9700 (Parkin Elmer) %m^T, Itflt 

15 (DMm<D$J)mmz$£\,^ MX:i:3ftmimM^ 94°C 20£K 46°C 20#, 68°C 30# 
frSfc£JKJi£&11M#;U£bT5iM#;K $e.^94°C 20#\ 58°C 20#\ 72°C 

SIX T^fn— Xy;i/*^*»fc«Ufco B«J©1M>C (f9400bp) ©JtMBBrtt"* 
QIAaucick Gel Extract io Kit (QIAGEN) fcT*f*tt^»IB«CD^T?»aib, 
20 M«7jc30^LT^tBbfe o l«Jt«^©C*^fc-7°^^ x'-LFS*© (Gly4Ser) 3- 

^^-r^-LF© (Gly4Ser)3- U >#~l23*I£Sf i IiHBrBMfc&^rrSK: 
^-TiB^J (SB?!I##: 3 2) ^MMVrcb(D C/5^T- VL-3' end) SfflScb 
fee Sfi I «J»fB5fi:#J)DVL»fM* (Sfi I-VL) mm<Dfttb\z, m 5mL©10mM 
25 VL-3' end^-f ^—B^m^^ZS IOmM scback^-r*7— £m>T, 

20ml cmmyi cmmmm^mmitii, kod plus buffer (mmmm) , o. 2mM 
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dNTPs, 1. 5mM MgC12, 0. 5 units DNA polymerase KOD plus (MWtfiWO ) SrW 
©bfeo PCRteu U— ^ — GeneAmp PCR system 9700 (Parkin Elmer) 

&m^T. 94Xn?3ftfflmi&&. 94°C 20#, 46°C 20$>, 68*0 30#5^ S> 
*11M#;V£bT51M^;k SSl^t? 20#, 58°C 20#, 72<C ZOtyfrBte 

D-Xma»»l:iftUlt. aWcD+f-TX (J®400bp) ©iftij>Slfr)t£QIAauick 
Gel Extraction Kit (QIAGEN) Srfflt^ ^#ttW#IB«©^T?»«U, iS* 
30MLT^mbfe, 

*it$gSfi I-VH*«fct^Sfi I-VLSr>mSfi I iZts^M^) fcT«#KW»IH 
10 m©^£^V>£0»£»S§SU 5(TCT— Bft^*ff^fc. -£©^ 

QIAauick PCR Purification Kit (QIAGEN) &Ji^T»tflBW»e«©:£&T?«f 
$gU R^y h*f?f ©Buffer EB 30^LT?»ffibfc. 

7-4. fc hIgG4-V^X^^^-a#M14lgGirL#:^ffly^X5 H 
15 @W©— a#SttIgGtn[^*^f SBRfc, #HiI©^\^P^^^$isr^fe 

s6{rlgGl©knobs-into-holesl£#r (Ridway et al. , Protein Eng. 1996; 9: 

617-621) *##fcIgG4©CH3ffl5^©T5y»««M*:&^llbfc. ^^"7°a 
(IgG4ra) teY349C, T366W«^#Tfe 0 , ^-T7°b (IgG4rb) fc*E356C, T366S, 

L368A, Y407V©«Mn?&& 0 S&fc, M*Ift©h>^IStfetI (- 
20 ppcpScp- - > -ppcpPcp-) £*Abfc 0 *S*ISfc«kD, ^^T-n#:t^D#^ 

j&t, Lillet V^T«^-©PMDT^<, TOg&^##^©£j&3&^©^©^te$l!l 

25 jW£*>©*JB^&. 



WO 2005/035753 



PCT/JP2003/013062 



- 51 - 

>mmm^^^- peDNA4 (Invitrogen) ^HII^^bLil-en^noMffi^ (0 

i&v>lb2) , tu^>t>mmmmm^if')-)vun cil3ss) (Proc. Nati. 

Acad. Sci. USA. 1984; 81: 1075) ©Tr^^&V^X^f*^^ (VH&V> 
bVL) tbMgG4raSfif«« (BE#l#-f§- : 3 3) (@B?(J# 
5 3 4) SffiM^cfctf) (pcDNA4-g4H&V>bpcDNA4-g4L) Sf^Jtbfe. £~f\ 

pcDNA4£-££Wl/^ n-n >^it^ M^ffi-TSflllKSasSJBriM hEco RV£> 
£££Not I (^^A-f^T) T«bbfc 0 58M5fc^#W£««£WT£*;*^— 
@#Mtt^#«ffi$l;& LL$mm3-- v V Vttl^nm 1. 6kb& V> Lffil. Okb) 
£Xho I (^#^/Vf^) T#fbLfcf£^ QIAquick PCR Purification Kit 

10 (qiagen) izxmummmmmo^mxmmv, dna polymerase kod (mmm) 

fee R¥»fc5fc«l»rH**QIA<iiiick PCR Purification Kit (QIAGEN) teTSttifc 

mmmm^mxmmv^ Not i ^ts^n^^-) xmi^r^ mm i-biuntsff 

it tetl^tim. 6kbfcV>M. Okb) tMEco RV-Not IT$HbbfcpcDNA4£, 
15 Ligation High &fflV^T«#BiW«IB«<Z)*^K:fieVi31j|ejRJiSSff 
ofeo &KJfc?£ic:«fc9:*:Ji^H5atfe (Competent high DH5 a (MWWM) ) & 
«^mbfco #^n/c7>fc°vU >M'l4^n — >J;DQIAprep Spin Miniprep 
Kit (QIAGEN) &m^X&% 7°?7,^ FDNA&miUbfc, 

20 — pIND (Invitrogen) ^H^fc^UL^tl^ft© (02&^b03) , T 

^fc^i»ttJl->^WJ (IL3ss) (EMBO. J. 1987; 6: 2939) OTSfcK: 

35) m^v K^mm m&m^: 34) ^m.^/vtzh(D (piND-g4H&^L 
piND-g4D &mn<Dj$mzmx)ftmv, #*©^x5 fdna&smb§l&. 

25 

7 - 5 . =«#g&tt#»3i^*'HJiaS 
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7-4 nrc? 1 - h^-y-^zv >mmmmm^^x $ h (pcDNA4-g4H&v> 

l/PcDNA4-g4L) £Sfi Itifcl, RJ&m&l% 7^n-X^t^il:iUfc. 
fc£fe£WUTV>;fc^#TiJ£«^# (VH&^LVL (il^LH2#i) ) # 
K*j&>ft;fc»rJt (lt)5kb) £QIAquick Gel Extraction Kit (QIAGEN) %mi\ SS# 

m~r& 7-3-emmznftsu 1 mitm. iiam^^sa i-w^lsh i-vl$t 

jt^Quick Ligation Kit (New England Biolabs) ^TisttiftHJf^fBic©^ 

mz^mmKm&fT-Drco mfcjfcmz^vMmmsaWi (competent high 
DH5a mmm) ) &mm&nhfe 0 &tt* 7-4xmm-2nfz.su mit^t 
10 ^v>mM<*mmmmM7°7x^\ s (piND-g4H&^LpiND-g4D ^e>, ±mt 
mmoi^mxMfcvimmmntt (vh&^lvl m2r^vm3mm) ) 

UrJt£, ^n^n^jST^ 7-3 TPM^n^cSfi I?mbMF.XifL#:S*Sfi I- 

vH/^v^bSfi i-vLi$fr>^^, mm<D^mzxm&/vf£a 

f. mffifc^t^mr^vLm^m^? ?-<Dfr®\z, WA%m±mzft&-tz> 

CMV Forward priming site^T—— jVi-^l-mercD:/^ ^— CMVF (1H^J#-^ : 
3 6) tffPA^fiT^^ffi-f £BGH Reverse priming site^X— — ^lS- 
mercD^^-T— BGHR (@B?(J#^§- : 3 7) (Sigma Genosys) „ *tlF. X 

20 tri#:^r^^HIIfd;V^L$I^^i7^-©fefe^, #AgMfc±^T~~;i/*r& 
24-mer©-7°7-f ^-EcdF (IB3«-S§- : 3 8) <h*?A£MiT^fc#£rr£BGH 
Reverse priming site^T" — lS-merc^^-f ^-BGHR (IB?iJ#-5t : 3 
7) ^-g-^bfe (Sigma Genosys) „ n n--PCR©fc#>^, KmmOul (€• 
10mM^°^-<^-0. 2y,L KOD dash buffer (lf€?¥t£«) , 0. 2mM dNTPs, 0.75 

25 units DNA polymerase KOD dash CH€#£fri«) ) ^fSSLfco MSJftl&'V BSt 
3fc^«£MM&AbPCR£fTofc 0 PCRte, ^HM^-GeneAmp PCR 
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system 9700 (Parkin Elmer) £ffll^T> 96°CT1^M^ 96°C 10U\ 55°C 
10#\ 72°C mPfrZfc%KJfc&l^ ZJVLVTM^ 2 JVKmtS^&^ft&V 

8ffM-^f#Snfei7n->€rM^Ufcc MPCR^%«, ExoSAP-IT (Amersham 
5 Biosciences) $ffl^T^#U£W*^V^ 11(0^^ idNTPs©TOttft; 
^ff^feo ^-DNAHfitO^SiB^JH, BigDye Terminator Cycle Sequencing Kit 
(Applied Biosystems) £Jf DNA>— #x>U— ABI PRISM 3100 Genetic 
Analyzer (Applied Biosystems) \ZTmttmwmfcm<D^mz$£\,*fc&VfZ 0 * 
^mz&V&fe\sfemmM%:ffititV7bGEmTYI-SVK Version 6.1 (Genetyx) 

VL^3» l^T/W ^ U F-^TM $ tlfcP3Ul feJte^VLJte^i: X) If A^£c 
M@W^n->^6, QIAprep Spin Miniprep Kit (QIAGEN) &m^T&*7° 

fdna^ihu wo pLMDffin^mmvfZo mAimw^t^m&m 

15 trtF. IXata^^^Lil^ii^^^-, taF. Xin#^X ^mmM^Pf 

^h^m.im*3c*^lW&m^Z ^n^*lpcDNA4-g4IXaHn, 
pcDNA4-g4IXaLn, pIND-g4XHn^-bTpIND-g4XLnt^#^fe 0 #^77$ Fi«te, 
T & * T4°C b fee 

20 C^JSM 8 ] ^-S#M14*n;#©«J#l^flST©^ 
8-1. DNA^(Z)HS 
m^mL^mmm^^^— (pcDNA4-g4IXaHn^bTpcDNA4-g4IXaLn) «t=- 

T^iJ^^^fWJ-r§^(-Tet U m7 7X^ FpcDNA6/TR 

25 (Invitrogen) ^$n5, fofctzmLft=&mm^2 & ~ (pIND- 

g4XHn ^LTpIND-g4XLn) filWt^SSX^^V >§IM# O^Xt" 
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d>a) iz&ymffiws&tffrfr&a z.<d£%, ^i-x7 u u>A£fcjfovmm>%ft 

pVgRXR (Invitrogen) J&q&fcsn*. fct, h ^>X^^^->3 > 

0^fctt6iS©^77 5 HDNAilScSWIitlxfco *fflB£t§»l mL 
5 pcDNA4-g4IXaHn> pcDNA4-g4IXaLn, pIND-g4XHn^UTpIND-g4XLn^#218. 8 ng, 
pcDNA6/TR^bTpVgRXR£#1312. 5 ngffi^fco 

8-2. mmmmoih^yxy^pz/sy 
thmmmmm&mm2nm (invitrogen) £io%fcs (moregate) s^tf 

1 0 DMEMiM (I nv i t rogen) ^3Bi« U 5X 1 0 5 ffl/mL © i§f g-et*l)3Sffl 1 2-we 1 1 zf 
V- V (CORNING) ©&welWmLTOf*^£^C02^>^^-^- (37*0, 5% 

co2) ft-T?mmvtz.o 8-i -vmmistzy^x^ \*mmm& h7>x7i^^a 

>!srjg> Lipofectamine 2000 (Invitrogen) 7/zLiiOpti-MEM IiSift 
(Invitrogen) 250ML©^^PATS^20^^^ebfe : fo©^#well©m-\ 
15 tAl, 4~5H#F^ C02-T >^a.^-^- (37°C^T5% C02) 1*1 T-f >^tol^— 
Mfc. 



8-3. -5@#MfeIgG^L#:(D^ii^# 

20 i/zg/mL©T-b^it-r^u> mytmmum mL cho-s-sfm-ii 

(Invitrogen) C02^>^Pn.^-^- (37°C, 5% C02) Pre 1 B 

U — JL1 mL CH0-S-SFM-IU»fl6fcTiJfe^Lfc^ 5MM©#^-X^n >A 
(Invitrogen) S^tTl mL CHO-S-SFM-II*gfl&£*S!AU C02-T >^:x^-^- 
25 (37°C, 5% C02) rtT2 0^b3a^il/T, Si#£WfflL#^©&-#c58gR 
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YM-50 (Millipore) -VWkffi&fr-Dfco ^>y;Wi«fflfSST4t^#l/fc. 
C^JSM 9 ] k MgG McD^* 

Goat affinity purified antibody to human IgG Fc (Cappel) ^coating 
buffer^TlMg/mL^M^L, Nunc-Immuno plateK:|IiMfcb;to Diluent buffer 

(d. b. ) t:T7n«/^>^Miifct, d. b. %m^Tmmizmwii<rz.mm±mv' 
>7°)v&mwvtc 0 &rz, &ifcmmwm<D?t!sb<D7>?>y-\s£VT, 1000 

ng/mL^e>2^^ra.B. fcTlllB!B*«?bfcb MgG4 (k h^biaTFfcvf^ WO 
99/51743#fl€> ^^fdiJiBbfco 3 m#fc#Lfc©%, Goat anti-human IgG, 
alkaline phosphatase (Biosource International) £R/£;£-trfco 5[nI#fc?#L 
ft<Dt>, Sigma 104 (R) phosphatase substrate (Sigma-Aldrich) ^SlibT 
!Bbie*U—^— Model 3550 (Bio-Rad Laboratories) K:«fctK #)M 
S655nmiUT405nm©5bteaf*Wjtbfc. Microplate Manager III (Bio-Rad 
Laboretories) V7 h9i7Sffl^T, \* <Dtitm&fo £>i§*_k?if 

k MgG«&£!?ffiLfco 

C^IilO) F. Villa (?S'14M@mviIIHT) «Si7«;^ 

Sfc, KTORjEte^TStiBTfTofc. 3. 75Mg/mL©Factor IX (Enzyme 
Research Laboratories) 40# L£^#^^10mL©^^^£96^:/1^— 
>^ol^— > 3 >bfe„ $ 5 ^©fi-a-HSfc, 10 ng/mL©Factor XIa 
(Enzyme Research Laboratories) 10/zL, 50 ;Ug/mL ©Factor X (Enzyme 
Research Laboratories) 20/zL, 400//g/mL©phospholipid (Hlf|5-3#I) 
5/zL, 5mM CaC12£lmM MgC12£^trTBSB (OT> TBSB-SiST) 15mL£S&JHIU 
^mSJS^MM^ii-feo miB\K]&Zl£1t<Dt>. 0. 5MEDTA 10 mL%DnXZ>Z. LIZ 
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m&^nmmo uiz^n^noio ^MzmpLfrW:, 3o^©405nm mm 

MA655nm) fc&tt^^Jg^Model 3550 Microplate Reader (Bio Rad 
Loboratories) KJ: V)®\MVrc 0 F. VIIIail?g'l±«, *n:f«in©30^1©«^ 

5 mm) o 

PhospholipidOD^S^^TBSB, Factor XIa, Factor IIR ^Factor KDmMlz 

(Chromogenix) t^V^U>m (0.6 mg/L hexadimethrine 
10 bromide (Sigma) ) (Dl : lB&iik~X:fc&° 

£B\Z, «^£f£©^ofcXB12/SB04^^T, F. VIIIa^tt©«^#tt 
^iij^bfe (0 6) o 

?.nux^skm^m^r^mh^ba>^^^>mm (aptd ^Mt-^i^i 
fofc<D&m*tkttvrco mxwmmomtmm soml> f.viii^£« 

(Biomerieu) 50 }± L3&l£APTTf$;^ (Bade Behring) W ul<Dm&Wt%WX:7: 3 
flMUfco M@KJ^^20 mM©CaC12 (Dade Behring) 50ML^|Wl?I^^j!)n^. 
20 §:t[lj;Dl^tfco CR-A (Amelung) #W^£tifcKC10A (Amelung) \ZX 

$ B fc, &fc«@B#W (APTT) ©IiM0S^o 7tXB12/SB04fc^TSgf£ 
#t££$]febfc (09) o 

25 c«#iji2] mmm 

mmm 8 Jcf3*c©^£l?# Sftfcl0mL©:fS3i-kfil £Centricon (R) YM-50 
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(Millipore) \Z&V, 1 iJTillfc, Z\H\Z\0 nl<D\Q% BSA, 10/zL(Dl % 
Tween(R) 20^tX100ML©rProtein A SepharoseTM Fast Flow (Amersham 
Biosciences) SSsiJtlU 4°C^— iWIOU^o ^©^£0. 22Mm^^-r ;V 
^— ^^^°Ultrafree(R)-MC (Millipore) \z&h, 0.01% Tween (R) 20^-Q-mBS 

5 500mL^T3H1^^ rProtein A SepharoseTM#fJ3g£100;uL© 0. 01% 

Tween (R) 20£^tfl0 mM HC1, pH2. 0l:iibT3»Sbfc©^, ir[#:^^ffi 
$i±rco ffi-^Kl, 5mL©1M Tris-HCl , pH8. O^iPA-T^fObfc:. Microplate 
Manager III (Bio-Rad Laboretories) y7h^x7Sffi^T, X^>^~F<£> 
^»i^e»i§*±?t4«©fc: hIgG«S*3¥tBUfco ^«Jg«il»!J 9 \zm^ 

10 ILL 
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mm. 

Wo 

7. ^D^*-&tyS«#3^— *#t?&sa»^2 fcfBmwiftteo 

8. trLARlfI^rC#:cDpJ^^i, ^2*BK#© S^tT* MfJfcE 6 

9. W&m$Lfc\z&W2>Tm (a) <B7^/fMB3W5fc*W3EflH«^ trt 
AR2fl3ft#(~:fctt&TfB (bl) ~ (blO) mvrn^KIBftcDTS 7 M 
SH^iJ^ £ ^ W^Ht^ £ ffrsfrg 8 (CfB*£<D#i# 0 

( a ) H«^i«*TOff : 1 \zmm<Dy 2. J MBB^JT feD, L II pJ 

( b i ) YiBM^mmm^m*% i kibes ©75 y miB?ijT& o > l h w 

(b2) HjiW^iStWJS^ : 9fclB«c©75/$IBm?&tK L$£W 

SEflH«j5«E^I## : 1 0 \z.mM(DT ^ JWMn 
(b3) H1rI^«)5«#^: 1 9fcgB«075yifcffifl|-C&tK Li 

^m&imm&n 2 0 fctefcor^ ;nmm 
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(b4) um^mmmmmn: 1 siztmors./mmm'e&Q. lis 

(b5> Hfpjti« wj# ^ : 2 3\zmm<Dr^ymmm-v$>v, lii 

5 (b6) Hm*s^mmm&m^ 5\zmm<Dys.ymmmi:$>v. lisw 

(b7) HiiBj^^wj#^- : 1 7 \zmm<DTs.ymmwv&K)^ lii 
«j^m^^sb^j#^ : 1 8 iznm<Dy^ymmm 

(b8) H$iRl^WiB^J#-^ : 1 5te!Bm©7^/MK?!ra&tK Lll 
10 Wflt^E^Jf^ : 1 6 fcfB«l©T5 ymSH^iJ 

(b9) hisbj^m^wj#-^ : 2 i\zmn<DTs.ynmm-v&y, Li 

(bio) Hiw^it^s^ : 1 1 \zmm<DTs.ymffiwv$>v, l 

: 1 2 (cwh«©t^ /mmm 

15 10. ifCARlfItn;#^^^^TIB (a) (D7 ^ /WM^W^t^nlMmm^ in 
AR2ilirL#iC43^§TfB (bl) ~ (b3) C0^Tn^iCfE«©T^ 7 ^ 

( a ) Hi ^iw.m.WL-m^m^ •. 3 ^ib«© t ^ y wluw? & o > Li 
^fi^wm^- : 4 \zmm<D7 ^ j mmm 
20 ( b 1 ) ps&mmm&m^- : 9 \zmm<Dr $ y hsb^jt?$. d , l n 
■ w^ff^iB^wt : 1 0 fctam©y 5 swimm 
( b 2 ) H$i pj^mmm^m^ : 9 ^wb«c© x ^ y Btiamr s d , l ii 

(b 3) Hm^mmmnmn 2 1 izmm,<D7 5 ymmmT«$>v , l 
25 m»s^m.mm$m^ : 2 2 izmmnr^smmw 

1 1. W^2~l 0©^Tn^t|B«c©trL#^W^^chbT^WT§IS^ 
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m 



1 2. 

1 3. 
5 14. 

1 5. 

1 6. 

10 

1 7. 

15 

1 8. 

20 



1 9. 

25 



mm. &&z$mmm command &mm-?z>%ifo~?& v t, mm&jfc& 



Wo 

iiiiivi 1 1 h^43 j; w%.fcfem®i4kshmnmmi i 1 m^<D^m &r 

HiSCDR3CDlB^J^IB^J#-^ : 4 2 , 46, 50, 54, 58, 62, 66, 
7 0, . 7 4, 7 8, feb< «8 2 ©Vi-rn^^|B«cOD7 5 y^@B?'J^e> 

-f^, fisMi 2 — 1 5 oi^TtifrlztEMfttrifao 

XB 1 2 * fc «XT04© V ^ Ttl^ ©HIICDR3 0757 BfeBB^J^ 6. & 3 *B*$tt&J£ 

<g«*fctt^nt«iii«ifcK4aF©ffl«ttftj£fH«swb, 5.^ hiicdr3 

<OE#|j&*E#l#-i§ : 5 0, 54, 58, 62, 66, 70, 74, 78 

H$ICDRB2^tI^@H^J#-% : 40-4 2, 4 4 — 4 6, 4 8 — 5 0, 5 2- 
5 4, 5 6 — 5 8, 6 0 — 6 2, 6 4 — 6 6, 6 8 — 7 0, 7 2 — 7 4, 
76 — 78&b<te80— 8 2 ®V>TnJ&*teSB<fc©75 J hU 

^w^m^mm. ^rM^ntmmmiznmmm^^mm^mt 
m^mi 2-1 5 m^nfrizmwwffifao 

HiilBWXB 1 2 b < «XT04© ©75 / ^IB^ & S ftfciteft 
CDRE3&J#*E?!I## : 48-50, 52 — 54, 56 — 58, 60 — 62, 
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6 4 — 6 6, 6 8 — 7 (K 72~7 4, 7 6-7 8 fel<«8 0~8 2 
5 2 0. m^mi 2-1 9 CD^Tn^^SH«(Z)^#:43J;tX^^fC|^$n§m 

22. rnife, mifii^#5^^, feb< fe&sk\zmmTz>mf£&, 
10 vni h^*3 ct w^ft tskmmmmn 1 1 mwm^cDi&T^ ^vx 

15 24. mammmm^^w^rcu^itMwmmmumi L (Dmi(Dm, 

VI 1 1 H^fe fctt?gi4MM@mVI 1 1 ifd^t^^ > h tf ^ - 

2 5. skmmmmmm^^w^rzwmtMmmmmmm : ^(D^<Di& 

2 6 . jfygjgssgvi 1 1 £W$z7t immtstrnmrnmi 1 1 m^om^m 

m^M2 2 izmm(Dmmmmm 0 
25 27. it ^ 12-19 (D^Tnfrizmmoim^ &tMm$<m 2 0 - 2 6 © 
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u < buhl at* s mm &^m&&w%.fc wm~$~ & 

2 8. 2-1 9CDHtn^fcEi©ft#®, BMt9t2 0-2 6 ©l^T 

2 9. 4>&< ifclf^l 2 — 1 9<DViTn^^WH*O^L#, SfcteBlteE® 2 
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1 



Xho I Sfi I 



Sfil 



Not I 






11 

fl '■■ ■■■■■■ 

























VH Intron + CH(1B?U#^ : 33) 

*»9lr)VWM (iL3ss) 
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Xhol Sfil Sfil Not I 




VL 



is?1r)\,WM (IL3ss) 



Intron + CX.(E5»J#^- : 34) 
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Xhol Sfil Sfil 



Not I 









4 ^ • f 











VH Intron + CH (1B5»J## : 35) 

*s<f-jr)\,m&\ (IL6ss) 
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SEQUENCE LISTING 
<110> CHUGAI SEIYAKU KABUSHIKI KAISHA 

<120> Bispecific antibody having the ability of substitution for 
functional protein 

<130> C1-A0313P 

<160> 82 

<170> Patentln version 3.1 

<210> 1 

<211> 120 

<212> PRT 

<213> Homo sapiens 

<400> 1 

Gin Val Gin Leu Lys Gin Ser Gly Ala Glu Leu Val Arg Pro Gly Ala 
15 10 15 

Ser Yal Arg Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Phe Tyr 
20 25 30 

Trp He Asn Trp He Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp lie 
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35 40 45 

Gly Arg He Asp Pro Tyr Asp Ser Glu Thr Arg Tyr Asn Gin Lys Phe 
50 55 60 

Lys Asp Lys Ala lie Leu Thr Val Asp Lys Tyr Ser Ser Thr Ala Tyr 
65 70 75 80 

Met Gin Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys 
85 90 95 

Ala Lys Gly Val Tyr Asp Gly His Trp Phe Phe Asp Val Trp Gly Ala 
100 105 110 

Gly Thr Ser Val Thr Val Ser Ser 
115 120 

<210> 2 

<211> 108 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Asp He Val Met Thr Gin Ser His Lys Phe Met Ser Thr Ser Val Gly 
15 io 15 
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Asp Arg Val Ser He Thr Cys Lys Ala Ser Gin Asp Val Ser Thr Ala 
20 25 30 

Val Ala Trp Tyr Gin Gin Lys Pro Gly Gin Ser Pro Lys Leu Leu He 
35 40 45 

Tyr Ser Ala Ser Tyr Arg Tyr Thr Gly Val Pro Ala Arg Phe Ser Gly 
50 55 60 

Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr He Ser Ser Val Gin Thr 
65 70 75 80 

Glu Asp Leu Ala Val Tyr Tyr Cys Gin Gin His Tyr Arg Thr Pro Pro 
85 90 95 

Thr Phe Gly Gly Gly Thr Lys Leu Glu Leu Lys Arg 
100 105 

<210> 3 

<211> 119 

<212> PRT 

<213> Homo sapiens 

<400> 3 

Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Glu Lys Pro Gly Ala 
15 10 15 
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Ser Val Lys He Ser Cys Lys Ala Ser Gly Tyr Ser Phe Ser Asp Tyr 
20 25 30 

Asn Met Asn Trp Val Lys Gin Ser Asn Gly Lys Ser Leu Glu Trp He 
35 40 45 

Gly Asn He Asp Pro Tyr Asn Gly Asp Thr Asn Tyr Asn Gin Lys Phe 
50 55 60 

Lys Gly Lys Ala Thr Leu Thr Leu Asp Lys Ser Ser Ser Thr Ala Tyr 
65 70 75 80 

Met Gin Leu Lys Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys 
85 90 95 

Ala Arg Ser Arg Gly Trp Leu Leu Pro Phe Ala Tyr Trp Gly Gin Gly 
100 105 110 

Thr Leu Val Thr Val Ser Ala 
115 

<210> 4 

<211> 108 

<212> PRT 

<213> Homo sapiens 



WO 2005/035753 



PCT/JP2003/013062 



5/64 

<400> 4 

Asp lie Leu Met Thr Gin Ser Gin Lys Phe Met Ser Thr Ser Val Gly 
1 5. 10 15 

Asp Arg Val Ser Val Thr Cys Lys Ala Ser Gin Asn Val Gly lie Asn 
20 25 30 

Val Ala Trp Tyr Gin Gin Lys Pro Gly Gin Ser Pro Lys Ala Leu He 
35 40 45 

Tyr Ser Ala Ser. Tyr Arg. Tyr Ser Gly Val Pro Asp Arg Phe Thr Gly 
50 55 60 

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Ser Asn Val Gin Ser 
65 70 75 80 

Glu Asp Leu Ala Glu Tyr Phe Cys Gin Gin Tyr Asn Ser Tyr Pro Leu 
85 90 95 

Thr Phe Gly Gly Gly Thr Lys Leu Glu lie Lys Arg 
100 105 

<210> 5 
<211> 117 
<212> PRT 
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<213> Homo sapiens 
<400> 5 

Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Arg Pro Gly Val 
1 5 10 15 

Ser Val Lys lie Ser Cys Lys Gly Ser Gly Tyr Thr Phe Thr Asp Tyr 

20 25 •■ 30 

Ala He His Trp Val Arg Gin Ser His Ala Gin Ser Leu Glu Trp He 
35 40 45 

Gly Val He Gly Thr Tyr Ser Gly Asn Arg Asn Tyr Asn Gin Lys Phe 
50 55 60 

Lys Gly Lys Ala Thr Met Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr 
65 70 75 80 

Met Glu Leu Ala Arg Leu Thr Ser Glu Asp Ser Ala lie Tyr Tyr Cys 
85 ' 90 95 

Ala Arg Ser Ala Gly Tyr Ser Leu Asp Phe Trp Gly Gin Gly Thr Ser 
100 105 HO 

Val Thr Val Ser Ser 
115 
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<210> 6 

<211> 112 

<212> PRT 

<213> Homo sapiens 

<400> 6 

Asp Val Val Met Thr Gin Thr Pro Leu Thr Leu Ser Val Thr He Gly 
15 10 15 

Gin Pro Ala Ser He Ser Cys Lys Ser Ser Gin Ser Leu Leu Asp Ser 
20 25 30 

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gin Arg Pro Gly Gin Ser 
35 40 45 

Pro Lys Arg Leu He Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro 
50- 55 60 

Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 
65 70 75 80 

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Trp Gin Gly 
85 90 95 

Lys His Phe Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
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100 



<210> 7 

<211> 119 

<212> PRT 

<213> Homo sapiens 



8/6 4 
105 



110 



<400> 7 

Gin Val Gin Leu Gin Gin Ser Gly Gly Glu Leu Val Arg Pro Gly Thr 
15 10 15 

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Thr Asn Tyr 
20 25 30 

Leu He Glu Trp He Arg Gin Arg Pro Gly Gin Gly Leu Glu Trp He 
35 40 45 

Gly Val He Asn Pro Gly Ser Gly Asn Ser Lys Ser Ser Lys Asn Leu 
50 55 60 

Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Asn Thr Ala Tyr 
65 70 75 80 

Met Gin Leu Ser Ser Leu Thr Ser Asp Asp Ser Ala Val Tyr Phe Cys 
85 90 95 



WO 2005/035753 



PCT/JP2003/013062 



9/6 4 

Ala Arg Ser Gly Val Tyr Gly Ser Ser Pro Asp Tyr Trp Gly Gin Gly 
100 105 110 

Thr Thr Leu Thr Val Ser Ser 
115 

<210> 8 

<211> 113 

<212> PRT 

<213> Homo sapiens 

<400> 8 

Asp Val Val Met Thr Gin Thr Pro Leu Thr Leu Ser Val Thr He Gly 
15 10 15 

Gin Pro Ala Ser He Ser Cys Lys Ser Ser Gin Ser Leu Leu Asp Ser 
20 25 30 

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gin Arg Pro Gly Gin Ser 
35 40 45 

Pro Lys Arg Leu He Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro 
50 55 60 



Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 
65 70 75 80 
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Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Trp Gin Gly 
85 90 95 

Thr His Phe Pro Gin Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
100 105 110 

Arg 



<210> 9 

<211> 118 

<212> PRT 

<213> Homo sapiens 

<400> 9 

Gin Val Gin Leu Gin Gin Ser Gly Gly Glu Leu Yal Arg Pro Gly Thr 
15 10 15 

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Thr Asn Tyr 
20 25 30 

Leu He Glu Trp Val Lys Gin Arg Pro Gly Gin Gly Leu Asp Trp He 
35 40 45 

Gly Met He Asn Pro Gly Ser Gly Gly Thr Lys Cys Asn Lys Lys Phe 
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50 55 60 

Lys Gly Lys Val Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr 
65 70 75 80 

Met His Leu Ser Ser Leu Thr Ser Asp Asp Ser Ala Val Tyr Phe Cys 
85 90 95 



Ala Arg Ser Gly Trp Val Ser Ala Met Asp Tyr Trp Gly Gin Gly Thr 
100 105 110 

Ser Val Thr Val Ser Ser 
115 



<210> 


10 


<211> 


113 


<212> 


PRT 


<213> 


Homo 



<400> 10 

Asp He Val Met Thr Gin Thr Pro Leu Thr Leu Ser Val Thr He Gly 
1 5 10 15 



Gin Pro Ala Ser He Ser Cys Lys Ser Ser Gin Ser Leu Leu Asp Ser 
20 25 30 
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Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gin Arg Pro Gly Gin Ser 
35 40 45 

Pro Lys Arg Leu He Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro 
50 55 60 

Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 
65 70 75 80 

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Trp Gin Gly 
85 90 95 

Thr His Phe Pro Gin Thr Phe Gly Gly Gly Thr Lys Leu Glu Leu Lys 
100 105 110 

Arg 



<210> 11 

<211> 118 

<212> PRT 

<213> Homo sapiens 

<400> 11 

Gin Val Gin Leu Gin Gin Ser Gly Val Glu Leu Val Arg Pro Gly Thr 
15 10 15 
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Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Thr Asn Tyr 
20 25 30 

Leu lie Glu Trp Val Lys Gin Arg Pro Gly Gin Gly Leu Asp Trp lie 
35 40 45 

Gly Met He Asn Pro Gly Ser Gly Gly Thr Lys Cys Asn Lys Lys Phe 
50 55 60 

Lys Gly Lys Val Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr 
65 70 75 80 

Met His Leu Ser Ser Leu Thr Ser Asp Asp Ser Ala Val Tyr Phe Cys 
85 90 95 

Ala Arg Ser Gly Trp Val Tyr Ala Met Asp Tyr Trp Gly Gin Gly Thr 
100 105 110 

Ser Val Thr Val Ser Ser 





115 


<210> 


12 


<211> 


113 


<212> 


PRT 


<213> 


Homo 
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<400> 12 

Asp Val Leu Met Thr Gin Thr Pro Leu Thr Leu Ser Val Thr lie Gly 
15 10 15 

Gin Pro Ala Ser He Ser Cys Lys Ser Ser Gin Ser Leu Leu Asp Ser 
20 25 30 

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gin Arg Pro Gly Gin Ser 
35 40 45 

Pro Lys Arg Leu He Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro 
50 55 60 

Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 
65 70 75 80 

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Trp Gin Gly 
85 90 95. 

Thr His Phe Pro Gin Thr Phe Gly Gly Gly Thr Lys Leu Glu Leu Lys 
100 105 110 



Arg 
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<210> 


13 


<211> 


117 


<212> 


PRT 


<213> 


Homo 


<400> 


13 



Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Arg Pro Gly Val 
1 5 10 15 



Ser Val Lys He Ser Cys Lys Gly Ser Gly Tyr Arg Phe Thr Asp Tyr 
20 25 30 

Ala He His Trp Val Lys Gin Ser His Ala Lys Ser Leu Glu Trp He 
35 40 45 

Gly Val lie Ser Thr Tyr Tyr Gly Asn Thr Arg Tyr Asn Gin Lys Phe 
50 55 60 

Lys Gly Lys Ala Thr Met Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr 
65 70 75 - 80 

Met Glu Leu Ala Ser Leu Thr Ser Glu Asp Ser Val He Tyr Tyr Cys 
85 90 95 



Ala Arg Ser Gly Gly Ser Leu Met Asp Tyr Trp Gly Gin Gly Thr Ser 
100 105 HO 
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Val Thr Val Ser Ser 





115 


<210> 


14 


<211> 


113 


<212> 


PRT 


<213> 


Homo 


<400> 


14 



Asp He Val Met Thr Gin Thr Pro Leu Thr Leu Ser Val Thr lie Gly 
1 5 10 15 

Gin Pro Ala Ser lie Ser Cys Lys Ser Ser Gin Ser Leu Leu Asp Ser 
20 25 30 

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gin Arg Pro Gly Gin Ser 

35 40 . 45 

Pro Lys Arg Leu He Tyr Leu Val Ser Lys Leu Asp Ser Gly Val-Pro 
50 55 60 

Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 
65 70 75 80 

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Trp Gin Gly 
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85 90 95 

Thr His Phe Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
. 100 105 HO 

Arg 



<210> 15 

<211> 117 

<212> PRT 

<213> Homo sapiens 

Leu Gin Gin Ser Gly Pro Glu Leu Val Arg Pro Gly Val 
5 10 15 

Ser Val Lys He Ser Cys Lys Gly Ser Gly Tyr Thr Phe Thr Asp Tyr 
20 25 30 

Ala Met His Trp Val Lys Gin Ser His Ala Lys Ser Leu Glu Trp lie 
35 40 45 



<400> 15 
Gin Val Gin 
1 



Gly Val He 
50 



Ser Thr Tyr Tyr Ser Asn Thr Arg Tyr Asn Gin Lys Phe 
55 60 
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Lys Gly Lys Ala Thr Met Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr 
65 70 75 80 

Met Glu Leu Ala Arg Leu Thr Ser Glu Asp Ser Ala lie Tyr. Tyr Cys 
85 90 95 

Val Arg Ser Gly Gly Ser Asn Met Asp Tyr Trp Gly Gin Gly Thr Ser 
100 105 110 

Val Thr Val Ser Ser 
115 

16 
113 
PRT 

Homo sapiens 
<400> 16 

Asp lie Gin Met Thr Gin Thr Pro Leu Thr Leu Ser Val Thr He Gly 
1 5 10 15 

Gin Pro Ala Ser He Ser Cys Lys Ser Ser Gin Ser Leu Leu Asp Ser 
20 25 30 



<210> 
<211> 
<212> 
<213> 



Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gin Arg Pro Gly Gin Ser 
35 40 45 
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Pro Lys Arg Leu He Tyr Leu Yal Ser Lys Leu Asp Ser Gly Yal Pro 
50 55 60 

Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 
65 70 75 80 

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Trp Gin Gly 
85 90 95 

Thr His Phe Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
100 - 105 HO 

Arg 



<210> 17 

<211> 117 

<212> PRT 

<213> Homo sapiens 



<400> 17 

Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Yal Arg Pro Gly Val 
15 10 15 



Ser Val Lys He Ser Cys Lys Gly Ser Ser Tyr Lys Phe Thr Asp Tyr 
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20 



2 0/6 4 
25 



30 



Ala Met His Trp Val Lys Gin Ser His Ala Lys Ser Leu Glu Trp He 
35 40 45 



Gly Val He Ser Thr Tyr Tyr Gly Asn Val Lys Tyr Asn Gin Lys Phe 
50 55 60 



Lys Gly Lys Ala Thr Met Thr Val Asp Lys Ser Ser Ser Thr Ala- Tyr 
65 70 75 80 

Met Glu Leu Ala Arg Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys 
85 90 95 

Ala Arg Ser Ser Gly Ser Tyr Leu Asp Tyr Trp Gly Gin Gly Thr Ser 
100 105 110 

Val Thr Val Ser Ser 
115 



<210> 18 

<211> 113 

<212> PRT 

<213> Homo sapiens 

<400> 18 



WO 2005/035753 



PCT/JP2003/013062 



2 1/6 4 

Asp He Val Met Thr Gin Thr Pro Leu Thr Leu Ser Val Thr lie Gly 
1 " 5 10 15 

Gin Pro Ala Ser lie Ser Cys Lys Ser Ser Gin Ser Leu Leu Asp Ser 
20 25 30 

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gin Arg Pro Gly Gin Ser 
35 40 45 

Pro Lys Arg Leu lie Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro 
50 55 60 

Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 
65 70 75" .80 

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Trp Gin Gly 
85 90 95 

Thr His Phe Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
100 105 110 

Arg 

<210> 19 
<211> 119 



WO 2005/035753 



PCT/JP2003/013062 



2 2/6 4 

<212> PRT 

<213> Homo sapiens 

<400> 19 

Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Arg Pro Gly Thr 
1 5 10 15 

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Thr Asn Tyr 
20 25 30 

Leu He Glu Trp Val Lys Gin Arg Pro Gly Gin Gly Pro Glu Trp lie 
35 40 45 

Gly Val He Asn Pro Gly Ser Gly Asn He Arg Tyr Asn Gly Lys Phe 
50 55 60 

Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr 
65 70 75 80 

Met Gin Leu Ser Ser Leu Thr Ser Asp Asp Ser Ala Val Tyr Phe Cys 
85 90 95 



Ala Arg Asp Ala Tyr Tyr Val Gly Ala Met Asp Tyr Trp Gly Gin Gly 
100 105 HO 



Thr Ser Val Thr Val Ser Ser 



WO 2005/035753 



PCT/JP2003/013062 



2 3/6 4 





115 


<210> 


20 


<211> 


113 


<212> 


PRT 


<213> 


Homo 


<400> 


20 



Asp Val Val Met Thr Gin Thr Pro Leu Thr Leu Ser Val Thr lie Gly 
1 5 10 15 



Gin Pro Ala Ser He Ser Cys Lys Ser Ser Gin Ser Leu Leu Asp Ser 
20 25 30 

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gin Arg Pro Gly Gin Ser 
35 40 45 

Pro Lys Arg Leu He Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro 
50 55 60 

Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 
65 70 75 80 

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Trp Gin Gly 
85 90 95 



WO 2005/035753 



PCT/JP2003/013062 



24/64 

Thr His Phe Pro Gin Thr Phe Gly Gly Gly Thr Lys Leu Glu Leu Lys 
100 105 110 

Arg 



<210> 21 

<211> 119 

<212> PRT 

<213> Homo sapiens 

<400> 21 

Gin Val Gin Leu Gin Gin Ser Glu Ala Glu Leu Val Arg Pro Glu Thr 
1 5 10 15 

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ser Phe Arg Asn Tyr 
20 25 30 

Leu He Glu Trp Val Lys Gin Arg Pro Gly Gin Gly Leu Glu Trp He 

35 40. 45 

Gly Val He Asn Pro Gly Ser Gly Asn Thr Lys Tyr Asn Glu Lys Phe 
50 55 60 



Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr 
65 70 75 80 



WO 2005/035753 



PCT/JP2003/013062 



2 5/6 4 

Met Gin Leu Ser Ser Leu Thr Ser Asp Asp Ser Ala Val Tyr Phe Cys 
85 90 95 

Ala Arg Asp Gly Tyr Tyr Leu Gly Thr Met Asp Tyr Trp Gly Gin Gly 
100 105 110 

Thr Ser Val Thr Val Ser Ser 
115 

<210> 22 

<211> 113 

<212> PRT 

<213> Homo sapiens 

<400> 22 

Asp He Val Leu Thr Gin Thr Pro Leu Thr Leu Ser Val Thr lie Gly 
15 10 15 

Gin Pro Ala Ser He Ser Cys Lys Ser Ser Gin Ser Leu Leu Asp Ser 
20 25 30 

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gin Arg Pro Gly Gin Ser 
35 40 45 

Pro Lys Arg Leu He Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro 



WO 2005/035753 



PCT/JP2003/013062 



2 6/6 4 

50 55 60 

Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 

65 70 ,75 80, 

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Trp Gin Gly 
85 90 95 

Thr His Phe Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
100 105 110 

Arg 



<210> 23 

<211> 119 

<212> PRT 

<213> Homo sapiens 

<400> 23 

Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Arg Pro Gly Thr 
15 10 15 

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe He Asn Asn 
20 25 30 



WO 2005/035753 



PCT/JP2003/013062 



2 7/6 4 

Leu He Glu Trp Yal Gin Gin Arg Pro Gly Gin Gly Leu Glu Trp lie 
35 40 45 

Gly Val lie Asn Pro Gly Ser Gly Asn Val Lys Tyr Asn Glu Lys Phe 
50 55 60 

Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Ttir Ala Tyr 
65 70 75 80 

Met Gin Leu Ser Ser Leu Thr Ser Asp Asp Ser Ala Val Tyr Phe Cys 
85 90 95 

Ala Arg Asp Gly Tyr Tyr Leu Gly Thr Met Asp His Trp Gly Gin Gly 
100 105 HO 

Thr Ser Val Thr Val Ser Ser 





115 


<210> 


24 


<211> 


113 


<212> 


PRT 


<213> 


Homo 


<400> 


24 



Asp Val Val Met Thr Gin Thr Pro Leu Thr Leu Ser Val Thr He Gly 
15 10 15 



WO 2005/035753 



PCT/JP2003/013062 



2 8/64 

Gin Pro Ala Ser He Ser Cys Lys Ser Ser Gin Ser Leu Leu Asp Ser 
20 25 30 

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gin Arg Pro Gly Gin Ser 
35 40 45 

Pro Lys Arg Leu He Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro 
50 55 60 

Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 
65 70 75 80 

Ser Arg Val Glu Ala Glu Asp Leu Gly He Tyr Tyr Cys Trp Gin Gly 
85 90 95 

Thr His Phe Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Leu Lys 
100 105 110 

Arg 

<210> 25 

<211> 117 

<212> PRT 

<213> Homo sapiens 



WO 2005/035753 



PCT/JP2003/013062 



2 9/6 4 



<400> 25 

Glu Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Arg Pro Gly Val 
15 10 15 

Ser Val Lys He Ser Cys Lys Gly Ser Ser Tyr Lys Phe Thr Asp Tyr 
20 25 30 

Ala Met His Trp Val Lys Gin Ser His Ala Lys Ser Leu Glu Trp He 
35 40 45 

Gly Val He Ser Thr Tyr Tyr Gly Asn Val Lys Tyr Asn Gin Lys Phe 
50 55 60 

Lys Gly Lys Ala Thr Met Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr 
65 70 75 80 

Met Glu Leu Ala Arg Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys 
85 90 95 



Ala Arg Ser Tyr Gly Ser Tyr Leu Asp Tyr Trp Gly Gin Gly Thr Ser 
100 105 HO 



Val Thr Val Ser Ser 
115 



WO 2005/035753 



PCT/JP2003/013062 



3 0/6 4 

<210> 26 

<211> 112 

<212> PRT 

<213> Homo sapiens 



<400> 26 

Asp He Val Met Thr Gin Thr Pro Leu Thr Leu Ser Val Thr lie Gly 
1 5 10 15 

Gin Pro Ala Ser He Ser Cys Lys Ser Ser Gin Ser Leu Leu Asp Ser 
20 25 30 

Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gin Arg Pro Gly Gin Ser 
35 40 45 

Pro Lys Arg Leu He Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro 
50 55 60 

Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys lie 
65 70 75 80 

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Trp Gin Gly 
85 90 95 



Thr His Phe Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
100 105 HO 



WO 2005/035753 



PCT/JP2003/013062 



31/64 

<210> 27 
<211> 22 
<212> DNA 
<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 
<400> 27 

cagctatgaa atacctattg cc 

<210> 28 

<211> 23 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 
<400> 28 

cttttcataa tcaaaatcac egg 



22 



23 



<210> 29 
<211> 19 
<212> DNA 



WO 2005/035753 



PCT/JP2003/013062 



3 2/6 4 

<213> Artificial 
<220> 

<223> an artificially synthesized primer sequence 
<400> 29 

attgcctacg gcagccgct 

<210> 30 
<211> 20 
<212>'DNA 
<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 
<400> 30 

aaatcaccgg aaccagagcc 

<210> 31 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 



WO 2005/035753 PCT/JP2003/013062 

3 3/6 4 

<400> 31 

ttactcgcgg cccagccggc catg 24 

<210> 32 

<211> 28 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 
<400> 32 

ggaattcggc ccccgaggcc cactcacg 28 

<210> 33 

<211> 1215 

<212> DNA 

<213> Homo sapiens 

<400> 33 

ggcctcgggg gccagctttc tggggcaggc caggcctgac cttggctttg gggcagggag 60 
ggggctaagg tgaggcaggt ggcgccagcc aggtgcacac ccaatgccca tgagcccaga 120 



cactggacgc tgaacctcgc ggacagttaa gaacccaggg gcctctgcgc cctgggccca 



180 



WO 2005/035753 PCT/JP2003/013062 



3 4/6 4 



gctctgtccc acaccgcggt cacatggcac cacctctctt gcagcttcca ccaagggccc 240 



atccgtcttc cccctggcgc cctgctccag gagcacctcc gagagcacag ccgccctggg 300 



ctgcctggtc aaggactact tccccgaacc ggtgacggtg tcgtggaact caggcgccct 360 



gaccagcggc gtgcacacct tcccggctgt cctacagtcc tcaggactct actccctcag 420 



cagcgtggtg accgtgccct ccagcagctt gggcacgaag acctacacct gcaacgtaga 480 



tcacaagccc agcaacacca aggtggacaa gagagttgag tccaaatatg gtcccccatg 540 



cccaccatgc ccagcacctg agttcctggg gggaccatca gtcttcctgt tccccccaaa 600 



acccaaggac actctcatga tctcccggac ccctgaggtc acgtgcgtgg tggtggacgt 660 



gagccaggaa gaccccgagg tccagttcaa ctggtacgtg gatggcgtgg aggtgcataa 720 



tgccaagaca aagccgcggg aggagcagtt caacagcacg taccgtgtgg tcagcgtcct 780 



caccgtcctg caccaggact ggctgaacgg caaggagtac aagtgcaagg tctccaacaa 840 



aggcctcccg tcctccatcg agaaaaccat ctccaaagcc aaagggcagc cccgagagcc 900 



acaggtgtgc accctgcccc catcccagga ggagatgacc aagaaccagg tcagcctgtg 960 



WO 2005/035753 PCT/JP2003/0 13062 

3 5/6 4 

gtgcctggtc aaaggcttct accccagcga catcgccgtg gagtgggaga gcaatgggca 1020 

gccggagaac aactacaaga ccacgcctcc cgtgctggac tccgacggct ccttcttcci 1080 

ctacagcagg ctaaccgtgg acaagagcag gtggcaggag gggaatgtct tctcatgctc 1140 

cgtgatgcat gaggctctgc acaaccacta cacacagaag agcctctccc tgtctctggg 1200 

taaatgagcg gccgc 1215 

<210> 34 

<211> 684 

<212> DNA 

<213> Homo sapiens 

<400> 34 

ggcctcgggg gccgaattcc taaactctga gggggtcgga tgacgtggcc attctttgcc 60 

taaagcattg agtttactgc aaggtcagaa aagcatgcaa agccctcaga atggctgcaa 120 

agagctccaa caaaacaatt tagaacttta ttaaggaata gggggaagct aggaagaaac 180 

tcaaaacatc aagattttaa atacgcttct tggtctcctt gctataatta tctgggataa 240 

gcatgctgtt ttctgtctgt ccctaacatg ccctgtgatt atccgcaaac aacacaccca 300 



WO 2005/035753 



agggcagaac tttgttactt 

tgcaccatct gtcttcatct 

tgttgtgtgc ctgctgaata 

taacgccctc caatcgggta 

cacctacagc ctcagcagca 

ctacgcctgc gaagtcaccc 

gggagagtgt tagagggcgg 

<210> 35 

<211> 1215 

<212> DNA 

<213> Homo sapiens 

<400> 35 

ggcctcgggg gcctcccagg 
tgcacacaaa ggggcaggtg 
tgcccctgac ctaagcccac 



PCT/JP2003/013062 



3 6/6 4 



aaacaccatc ctgtttgctt ctttcctcag gaactgtggc 360 



tcccgccatc tgatgagcag ttgaaatctg gaactgcctc 420 



acttctatcc cagagaggcc aaagtacagt ggaaggtgga 480 



actcccagga gagtgtcaca gagcaggaca gcaaggacag 540 



cccigacgct gagcaaagca gactacgaga aacacaaagt 600 



atcagggcct gagctcgccc gtcacaaaga gcttcaacag 660 



ccgc 684 



ctctgggcag gcacaggcia ggtgccccta acccaggccc 60 



ctgggctcag acctgccaag agccatatcc gggaggaccc 120 



cccaaaggcc aaactctcca ctccctcagc tcggacacct 180 



WO 2005/035753 PCT/JP2003/013062 

3 7/6 4 

tctctcctcc cagattccag taactcccaa tcttctctct gcagcttcca ccaagggccc 240 

atccgtcttc cccctggcgc cctgctccag gagcacctcc gagagcacag ccgccctggg 300 

ctgcctggtc aaggaciact tccccgaacc ggtgaeggtg- tcgtggaact caggcgccct 360 

gaccagcggc gtgcacacct tcccggctgt cctacagtcc tcaggactct actccctcag 420 

cagcgtggtg accgtgccct ccagcagctt gggcacgaag acctacacct gcaacgtaga 480 

tcacaagccc agcaacacca aggtggacaa gagagttgag tccaaatatg gtcccccatg 540 

cccaccatgc ccagcacctg agttcctggg gggaccatca gtcttcctgt tccccccaaa 600 

acccaaggac actctcatga ictcccggac ccctgaggtc acgtgcgtgg tggtggacgt 660 

gagccaggaa gaccccgagg tccagttcaa ctggtacgtg gatggcgtgg aggtgcataa 720 

tgccaagaca aagccgcggg aggagcagtt caacagcacg taccgtgtgg tcagcgtcct 780 

caccgtcctg caecaggact ggctgaacgg caaggagtac aagtgcaagg tctccaacaa 840 

aggcctcccg tcctccatcg agaaaaccat ctccaaagcc aaagggcagc cccgagagcc 900 

acaggtgtac accctgcccc catcccagtg cgagatgacc aagaaccagg tcagcctgtc 960 



WO 2005/035753 PCT/JP2003/013062 

3 8/6 4 

ctgcgcggtc aaaggcttct atcccagcga catcgccgtg gagtgggaga gcaatgggca 1020 

gccggagaac aactacaaga ccacgcctcc cgtgctggac tccgacggct ccttcttcct 1080 

cgtgagcagg ctaaccgtgg acaagagcag gtggcaggag gggaatgtct tctcatgctc 1140 

cgtgatgcat gaggctctgc acaaccacta cacacagaag agcctctccc tgtctctggg 1200 

taaatgagcg gccgc 1215 

<210> 36 

<211> 21 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 
<400> 36 

cgcaaatggg cggtaggcgt g 2 

<210> 37 

<211> 18 

<212> DNA 

<213> Artificial 



WO 2005/035753 



PCT/JP2003/013062 



3 9/6 4 

<220> 

<223> an artificially synthesized primer sequence 
<400> 37 

tagaaggcac agtcgagg 

<210> 38 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized primer sequence 
<400> 38 

ctctgaatac tttcaacaag ttac 

<210> 39 

<211> 116 

<212> PRT 

<213> Mus musculus 

<400> 39 

Met Glu Val Gin Leu Gin Gin Ser Gly Pro Gly Leu Val Lys Pro Thr 
15 10 15 



WO 2005/035753 
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4 0/6 4 

Gin Ser Leu Ser Leu Thr Cys Ser Yal Thr Gly Tyr Ser lie Thr Ser 
20 25 30 

Gly Tyr Tyr Trp Thr Trp He Arg Gin Phe Pro Gly Asn Asn Leu Glu 
35 40 45 

Trp He Gly Tyr He Ser Phe Asp Gly Thr Asn Asp Tyr Asn Pro Ser 
50 55 60 

Leu Lys Asn Arg He Ser He Thr Arg Asp Thr Ser Glu Asn Gin Phe 
65 70 75 80 

Phe Leu Lys Leu Asn Ser Val Thr Thr Glu Asp Thr Ala Thr Tyr Tyr 
85 90 95 

Cys Ala Arg Gly Pro Pro Cys Thr Tyr Trp Gly Gin Gly Thr Leu Val 
100 105 110 



Thr Val Ser Ala 





115 


<210> 


. 40 


<211> 


6 


<212> 


PRT 


<213> 


Mus musculus 



WO 2005/035753 



PCT/JP2003/013062 



4 1/6 4 

<400> 40 

Ser Gly Tyr Tyr Trp Thr 
1 5 

<210> 41 

<211> 16 

<212> PRT 

<213> Mus musculus 

<400> 41 

Tyr He Ser Phe Asp Gly Thr Asn Asp Tyr Asn Pro Ser Leu Lys Asn 
15 10 15 

<210> 42 

<211> 6 

<212> PRT 

<213> Mus musculus 

<400> 42 

Gly Pro Pro Cys Thr Tyr 
1 5 

<210> 43 
<211> 120 
<212> PRT 



WO 2005/035753 



PCT/JP2003/013062 



4 2/6 4 

<213> Mus musculus 
<400> 43 

Met Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Arg Pro Gly 
15 10 15 

Ala Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asn He Lys Asp 
20 25 30 

Asp Tyr Val His Trp Val Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp 
35 40 45 

lie Gly Arg He Asp Pro Ala Asp Gly Lys Thr Lys Tyr Ala Pro Lys 
50 55 60 

Phe Gin Asp Lys Ala Thr Met Thr Ser Asp Thr Ser Ser Asn Thr Ala 
65 70 75 80 

Tyr Leu Gin Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr 
85 90 95 

Cys Val Arg Trp Arg He Tyr Tyr Gly Leu Met Asp Tyr Trp Gly Gin 
100 105 110 



Gly Thr Ser Val Thr Val Ser Ser 
115 120 



WO 2005/035753 
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4 3/6 4 

<210> 44 

<211> 5 

<212> PRT 

<213> Mus musculus 



<400> 44 

Asp Asp Tyr Val His . 
1 5 



<210> 45 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 45 

Arg He Asp Pro Ala Asp Gly Lys Thr Lys Tyr Ala Pro Lys Phe Gin 
1.5 10 15 

Asp 



<210> 46 

<211> 10 

<212> PRT 

<213> Homo sapiens 



WO 2005/035753 



PCT/JP2003/013062 



4 4/6 4 

<400> 46 

Trp Arg lie Tyr Tyr Gly Leu Met Asp Tyr 
1 5 10 



<210> 


47 


<211> 


123 


<212> 


PRT 


<213> 


Mus mus cuius 



<400> 47 

Met Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys Pro Gly 
1 5 10 15 

Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr His 
20 . 25 30 

Phe Val Leu His Trp Val Lys Gin Asn Pro Gly Gin Gly Leu Glu Trp 
35 40 45 

He Gly Tyr He He Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys 
50 55 60 

Phe Lys Gly Lys Ala Thr Leu Thr Ser Asp Lys Ser Ser Ser Thr Ala 
65 70 75 80 



WO 2005/035753 
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4 5/6 4 

Tyr Met Glu Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr 
85 90 95 

Cys Ala Arg Gly Asn Arg Tyr Asp Val Gly Ser Tyr Ala Met Asp Tyr 
100 105 110 

Trp Gly Gin Gly Thr Ser Val Thr Val Ser Ser 
115 120 

<210> 48 

<211> 5 

<212> PRT 

<213> Mus musculus 

<400> 48 

His Phe Val Leu His 
1 5 

<210> 49 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 49 

Tyr He lie Pro Tyr Asn Asp Gly Thr Lys Tyr Asn Glu Lys Phe Lys 
15 10 15 



WO 2005/035753 



PCT/JP2003/013062 



4 6/6 4 

Gly 

<210> 50 

<211> 13 

<212> PRT 

<213> Mus musculus 

<400> 50 

Gly Asn Arg Tyr Asp Val Gly Ser Tyr Ala Met Asp Tyr 
1.5 .10 

<210> 51 

<211> 117 

<212> PRT 

<213> Mus musculus 

<400> 51 

Met Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Lys Pro Gly 
1 5 10 15 

Ala Ser Val Lys Leu Ser Cys Thr Val Ser Gly Phe Asn He Gin Asp 
20 25 30 

Asn Tyr Met His Trp Val Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp 



WO 2005/035753 
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. 4 7/6 4 
35 40 45 

He Gly Arg He Asp Pro Ala Asn Gly Asn Thr Arg Tyr Asp Pro Lys 
50 55 60 

Phe Gin Gly Lys Ala Thr He Thr Ala Asp He Ser Ser Asn Thr Thr 
65 70 75 80 

Cys Leu Gin Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr 
85 90 95 

Cys Ala Ser Pro Tyr Tyr Pro Leu Gly Cys Trp Gly Gin Gly Thr Leu 
100 105 110 

Val Thr Val Ser Ala 
115 



<210> 52 

<211> 5 

<212> PRT 

<213> Mus mus cuius 



<400> 52 

Asp Asn Tyr Met His 
1 5 



WO 2005/035753 
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4 8/6 4 

<210> 53 

<2li> 17 

<212> PRT 

<213> Mus mus cuius 

<400> 53 

Arg He Asp Pro Ala Asn Gly Asn Thr Arg Tyr Asp Pro Lys Phe Gin 
15 10 15 



Gly 



<210> 54 

<211> 7 

<212> PRT 

<213> Mus mus cuius 



<400> 54 

Pro Tyr Tyr Pro Leu Gly Cys 
1 5 



<210> 55 

<211> 116 

<212> PRT 

<213> Mus musculus 



WO 2005/035753 
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4 9/64 

<400> 55 

Met Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys Pro Gly 
1 5 10 15 

Ala Ser Val Lys He Ser Cys Lys Thr Ser Gly Tyr Thr Phe Thr Glu 
20 25 30 

Asn Thr He Tyr Trp Val Lys Gin Ser His Gly Lys Ser Leu Glu Trp 
35 40 45 

He Gly Ser He Thr Thr Tyr Asn Gin Lys Phe Lys Asp Lys Ala Thr 
50 55 60 

Leu Thr He Asp Lys Ser Ser Ser Ser Ala Tyr Met Glu Leu Arg Ser 
65 70 75 80 

Leu Thr Ser Glu Glu Ser Ala Val Tyr Tyr Cys Ala Arg Ser Gly Gly 
85 90 95 

Arg Gly Lys Pro Tyr Tyr Phe Asp Ser Trp Gly Gin Gly Thr Thr Leu 
100 105 110 

Thr Val Ser Ser 
115 



<210> 56 



WO 2005/035753 



PCT/JP2003/013062 



5 0/6 4 

<211> 5 

<212> PRT 

<213> Mus musculus 

<400> 56 

Glu Asn Thr He Tyr 
1 5 

<210> 57 

<211> 11 

<212> PRT 

<213> Mus musculus 

<400> 57 

Ser He Thr Thr Tyr Asn Gin Lys Phe Lys Asp 
1 5 10 

<210> 58 

<211> 12 

<212> PRT 

<213> Mus musculus 

<400> 58 

Ser Gly Gly Arg Gly Lys Pro Tyr Tyr Phe Asp Ser 
1 5 10 



WO 2005/035753 



PCT/JP2003/013062 



5 1/6 4 

<210> 59 

<211> 117 

<212> PRT 

<213> Mus musculus 

<400> 59 

Met Gin Val Gin Leu Gin Gin Ser Gly Ser Glu Leu Val Lys Pro Gly 
1 5 10 15 

Ala Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asn He Lys Asp 
20 25 30 

Asn Tyr Met His Trp He Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp 
35 40 45 

He Gly Arg He Asp Pro Gly Asn Gly Asn Ser Arg Tyr Asp Pro Lys 
50 55 60 

Phe Gin Gly Lys Ala Thr He Thr Ala Asp Thr Ser Ser Asn Thr Ala 
65 70 75 80 

Tyr Leu Gin Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr 
85 90 95 



Cys Ala Ser Pro Tyr Tyr Pro Leu Gly Tyr Trp Gly Gin Gly Thr Leu 
100 105 110 



WO 2005/035753 
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5 2/6 4 

Val Thr Val Ser Ala 
115 

<210> 60 

<211> 5 

<212> PRT 

<213> Mus mus cuius 

<400> 60 

Asp Asn Tyr Met His 
1 5 

<210> 61 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 61 

Arg He Asp Pro Gly Asn Gly Asn Ser Arg Tyr Asp Pro Lys Phe Gin 
1 5 10 15 

Gly 



<210> 62 



WO 2005/035753 
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5 3/6 4 

<211> 7 

<212> PRT 

<213> Mus musculus 



<400> 62 

Pro Tyr Tyr Pro Leu Gly'Tyr 
1 5 

<210> 63 

<211> 114 

<212> PRT 

<213> Mus musculus 



<400> 63 

Met Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Arg Pro Gly 
1 5 10 15 

Ala Ser Val Lys Leu Ser Cys Thr Val Ser Gly Phe Asn He Lys Asp 
20 25 30 

Asp Tyr He His Trp Val Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp 
35 40 45 



He Gly Arg He Asp Pro Thr Asn Gly Asn Pro Ala Tyr Ala Pro Lys 
50 55 60 
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Phe Gin Asp Lys Ala Thr He Thr Ala Asp Thr Ser Ser He Thr Ala 
65 70 75 80 

Tyr Leu Gin Leu Asn Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr 
85 90 95 

Cys Thr Gly Ser Phe Ala Tyr Trp Gly Gin Gly Thr Leu Val Thr Val 
100 105 110 



Ser Ala 



<210> 64 

<211> 5 

<212> PRT 

<213> Mus musculus 

<400> 64 

Asp Asp Tyr He His 
1 5 

<210> 65 

<211> 17 

<212> PRT 

<213> Mus musculus 
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<400> 65 

Arg He Asp Pro Thr Asn Gly Asn Pro Ala Tyr Ala Pro Lys Phe Gin 
15 10 15 

Asp 



<210> 66 

<211> 4 

<212> PRT 

<213> Mus musculus 



<400> 66 

Ser Phe Ala Tyr 

1 

<210> 67 

<211> 114 

<212> PRT 

<213> Mus musculus 



<400> 67 

Met Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Leu Val Arg Pro Gly 
15 10 15 



Ala Ser Val Lys Leu Ser Cys Thr Ala Ser Gly Phe Asn He Lys Asp 
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20 



5 6/6 4 
25 



30 



Asp Tyr Val His Trp Val Lys Gin Arg Pro Glu Gin Gly Leu Glu Trp 
35 40 45 



He Gly Arg He His Pro Ala Asn Gly Asn Pro Gin Tyr Ala Pro Lys 
50 55 60 



Phe Gin Asp Lys Ala Thr He He lie Gly Thr Ala Ser Asn Thr Thr 

65 70 75 80 

Tyr Leu Gin Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Tyr 
85 90 95 

Cys Ala Gly Pro Phe Ala Tyr Trp Gly Gin Gly Thr Leu Val Thr Val 
100 105 110 



Ser Ala 


<210> 


68 


<211> 


5 


<212> 


PRT 


<213> 


Mus 


<400> 


68 
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Asp Asp Tyr Val His 
1 5 

<210> 69 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 69 

Arg He His Pro Ala Asn Gly Asn Pro Gin Tyr Ala Pro Lys Phe Gin 
1 5 10 15 

Asp 

<210> 70 

<211> 4 

<212> PRT 

<213> Mus musculus 

<400> 70 

Pro Phe Ala Tyr 

1 



<210> 71 
<211> 116 
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<212> PRT 

<213> Mus mus cuius 

<400> 71 

Met Glu Val Gin Leu Gin Glu Ser Gly Pro Gly Leu Val Lys Pro Ser 
15 10 15 



Gin Ser Leu Ser Leu Thr Cys Ser Val Thr Gly Tyr Ser He Thr Ser 
20 25 30 

Asn Tyr Tyr Trp Asn Trp He Arg Gin Phe Pro Gly Asn Lys Leu Glu 
35 40 45 

Trp Met Gly Tyr He Asn Tyr Asp Gly Ser Asn Asn Tyr Asn Pro Ser 
50 55 60 

Leu Lys Asn Arg He Ser lie Ser Arg Asp Thr Ser Lys Asn Gin Phe 
65 70 75 80 

Phe Leu Lys Leu Asn Ser Val Thr Thr Glu Asp Thr Ala Thr Tyr Tyr 
85 90 ' 95 

Cys Ala Arg Gly Gly Ala Phe Thr Tyr Trp Gly Gin Gly Thr Leu Val 
100 • 105 110 

Thr Val Ser Ala 
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115 

<210> 72 

<211> 6 

<212> PRT 

<213> Mus musculus 

<400> 72 

Ser Asn Tyr Tyr Trp Asn 
1 5 

<210> 73 

<2 1 1> 16 

<212> PRT 

<213> Mus musculus 

<400> 73 

Tyr lie Asn Tyr Asp Gly Ser Asn Asn Tyr Asn Pro Ser Leu Lys Asn 
1 5 10 15 

<210> 74 

<211> 6 

<212> PRT 

<213> Mus musculus 

<400> 74 
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Gly Gly Ala Phe Thr Tyr 
1 5 

<210> 75 

<211> 114 

<212> PRT 

<213> Mus musculus 

<400> 75 

Met Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Leu Val Lys Pro Gly 
15 10 15 

Ala Ser Val Lys He Ser Cys Lys Ala Ser Gly Tyr Thr lie Thr Asp 
20 25 30 

Asn Lys Met Asp Trp Val Lys Gin Ser His Gly Lys Ser Leu Glu Trp 
35 40 45 

lie Gly Tyr He Ser Pro Asn Asn Gly Asp lie Gly Tyr Asn Arg Lys 
50 55 60 

Phe Arg Asn Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala 
65 70 75 80 



Tyr Met Glu Leu His Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr 
85 90 95 
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Cys Ala Arg His Arg Ala Tyr Trp Gly Gin Gly Thr Leu Val Thr Val 
100 105 110 

Ser Ala 



<210> 76 

<211> 5 

<212> PRT 

<213> Mus musculus 

<400> 76 

Asp Asn Lys Met Asp 
1 5 

<210> 77 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 77 

Tyr He Ser Pro Asn Asn Gly Asp He Gly Tyr Asn Arg Lys Phe Arg 
15 10 15 

Asn 
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<210> 78 

<211> 4 

<212> PRT 

<213> Mus musculus 

<400> 78 

His Arg Ala Tyr 

1 

<210> 79 

<211> 121 

<212> PRT 

<213> Mus musculus 

<400> 79 

Met Asp Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly 
15 10 15 

Gly Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr 
20 25 30 



Tyr Ala Met Ser Trp Val Arg Gin Thr Pro Glu Lys Arg Leu Glu Trp 
35 40 45 
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6 3/6 4 

Val Ala Tyr lie Ser Asn Gly Gly Ala Asn Thr Tyr Tyr Pro Asp Ser 
50 55 60 

Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn Thr Leu 
65 70 75 80 

Tyr Leu Gin Met Ser Ser Leu Arg Ser Glu Asp Thr Ala Leu Tyr Tyr 
85 90 95 

Cys Ala Arg Gly Gly Tyr Arg Tyr Pro Tyr Ala Met Asp Tyr Trp Gly 
100 105 110 

Gin Gly Thr Ser Val Thr Val Ser Ser 
115 120 



<210> 80 

<211> 5 

<212> PRT 

<213> Mus musculus 



<400> 80 

Thr Tyr Ala Met Ser 
1 5 



<210> 81 
<211> 17 
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<212> PRT 

<213> Mus musculus 

<400> 81 . 

Tyr He Ser Asn Gly Gly Ala Asn Thr Tyr Tyr Pro Asp Ser Val Lys 
V 5 10 15 



Gly 



<210> 82 

<211> 11 

<212> PRT 

<213> Mus musculus 

<400> 82 

Gly Gly Tyr Arg Tyr Pro Tyr Ala Met Asp Tyr 
1 5 10 
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